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ABSTRACT: 

2,4-Oxazolidinedione derivative represented by the formula: wherein R stands for an 
optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group 
represented by -CO-, -CH(OH)- or -NR- (wherein R stands for an optionally 
substituted a Iky I group); m is 0 or 1 ; n is 0, 1 or 2; A stands for a CI -7 divalent 
aliphatic hydrocarbon group; R stands for hydrogen or an alkyl group; ring E stands 
for a benzene ring having 1 or 2 substituents; L and M respectively stand for 
hydrogen, or L and M may optionally be combined with each other to form a bond; 
with a proviso that the partial formula: does not include the formula: wherein R' 
stands for an alkyl group; or a salt thereof, which has excellent actions of lowering 
blood sugar and lipid in blood. 
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(54) Oxazolidinedione derivatives, their production and use 

(57) 2,4-Oxazolidinedione derivative represented by the formula: 



«- c».-(c I ,)„-i^J0-*-t«-t-^= 

8 



wherein R stands for an optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group repre- 
sented by -CO-, -CH(OH)- or -NR 3 - (wherein R 3 stands for an optionally substituted alkyl group); m is 0 or 1 ; n is 0, 1 
or 2; A stands for a divalent aliphatic hydrocarbon group; R 1 stands for hydrogen or an alkyl group; ring E stands 
for a benzene ring having 1 or 2 substituents; L and M respectively stand for hydrogen, or L and M may optionally be 
combined with each other to form a bond; with a proviso that the partial formula: 



does not include the formula 



wherein R' stands for an alkyl group; or a salt thereof, which has excellent actions of lowering blood sugar and lipid in 
blood. 
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Description 

FIELD OF THE INVENTION 

5 This invention relates to a novel oxazolidinedione derivative having an action of lowering blood sugar and lipid in 

blood, to a method of producing it and to an agent comprising it for the therapy of diabetes, which is used in the field 
of pharmaceuticals. 

BACKGROUND OF THE INVENTION 

W 

As remedies of diabetes, various biguanide compounds and sulfonylurea compounds have so far been used. 
However, biguanide compounds are hardly used at present, since they cause lactic acidosis, while sulfonylurea com- 
pounds, which have a strong action of lowering blood sugar, often cause severe hypoglycemia, requiring special at- 
tention in use. On the other hand, there are thiazolidinedione derivatives and oxazolidinedione derivatives known to 
*5 have actions of lowering blood sugar and lipid in blood, which are free of such drawbacks. 

For example, JPA H3(1991)-170478 and WO9202520-A1 describe, as 2,4-oxazolidinedione derivatives having 
substituents at the 5-position, a series of 5-(substituted benzyl) -2,4-oxazolidinedione derivatives, JPB S62(1987)- 
30993 describes 2,4-oxazolidinedione derivatives substituted with an alicyclic hydrocarbon group at the 5-position, 
and JPB S6 3(1 988) -35632 describes 2,4-oxazolidinedione derivative substituted with, among others, a substituted 
20 aromatic ring at the 5-position. 

SUMMARY OF THE INVENTION 

The present inventors studied extensively on 2,4-oxazolidinedione derivatives, and found that novel derivatives 
25 having, as substituents at the 5-position of 2,4-oxazolidinedione ring, a divalent straight or branched carbon chain 
having, at its terminal, a substituted phenyl, e.g. 2-(substituted phenyl)ethyl group, 3-(substituted phenyl)propyl group, 
4-(substituted phenyl) butyl group, 5-(substituted phenyl)pentyl group, etc., possess actions of lowering blood sugar 
and lipid in blood, thus the present invention being completed. 

More specifically, the present invention relates to: 

30 

1. a 2,4-oxazolidinedione derivative represented by the formula: 



3S 




wherein R stands for an optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group 
40 represented by -CO-, -CH(OH)- or -NR 3 - (wherein R 3 stands for an optionally substituted alkyl group); m is 0 or 

1; n is 0, 1 or 2; A stands for a C^_ 7 divalent aliphatic hydrocarbon residue; R 1 stands for hydrogen or an alkyl 
group; ring E stands for a benzene ring having 1 or 2 substituents; L and M respectively stand for hydrogen, or L 
and M may optionally be combined with each other to form a bond; with a proviso that the partial formula: 



45 




does not include the formula 

wherein R' stands for an alkyl group; 
or a salt thereof, 

2. a pharmaceutical composition, comprising, as an effective component, a 2,4-oxazolidinedione derivative rep 
resented by the formula (I) or a pharmaceuticalty acceptable salt thereof, and 

3. a method of producing a compound represented by the formula (I). 
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DETAILED DESCRIPTION OF THE INVENTION 

The compounds represented by the above formula (I) include compounds represented by the following formulae: 

L M 

?' ^N>-CB-C C=0 ( I -Al) 

ft 



H-a) B -coit) n - 




R-(Y)_-(CH,).-CH L E If L M 

CH-C C=o (I -A 2) 



R 



I 



(I -A3) 



A-CH-C C=0 

wherein each symbol has the same meaning as defined above. 

Among the compounds represented by the formulae (I-A1), (I-A2) and (I-A3), compounds represented by (l-AI) 
and (I-A2) are preferable, and compounds represented by (I-A1 ) are most preferable, in view of pharmacological activity 
and toxicity. 

Compounds represented by the formula (I) wherein L and M are combined with each other to form a bond, are 
ones represented by the following formula: 

B-(y) a -(ca,) n -cfll3~ A '- cfl= r-^ 3 ' 0 ( i - b i > 

J 

wherein each symbol has the same meaning as defined above. And, compounds represented by the formula (I) wherein 
L and M are respectively hydrogen, are ones represented by the following formula: 

R-(Y) tt -CCH^ ( I - B2) 

i 

0 

wherein each symbol has the same meaning as defined above. 

In the compounds represented by the above formula (I-B1 ), there exist (E)- and (2)- isomers relative to the double 
bond at the 5-position of the oxazolidinedione ring. 

In the compounds represented by the above formula (I-B2), there exist (R)- and (S)- optical isomers due to the 
asymmetric carbon at the 5-position of the oxazolidinedione ring. The compounds represented by the above formula 
(I-B2) include these (R)- and (S)-optical Isomers and racemic isomers. 

Among the compounds represented by the formulae (1-81 ) and (I-B2), ones represented by the formula (I-B2) are 
preferable. 

As the hydrocarbon residue in the optionally substituted hydrocarbon residue represented by R, mention is made 
of aliphatic hydrocarbon residues, alicyclic hydrocarbon residues, alicyclic-aliphatic hydrocarbon residues, aromatic 
aliphatic hydrocarbon residues and aromatic hydrocarbon residues. As the aliphatic hydrocarbon residues, mention is 
made of ones having 1 to 8 carbon atoms including saturated aliphatic hydrocarbon residues (e.g. alky I group) 
as exemplified by methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec. -butyl, t. -butyl, pentyl, isopentyt, neopentyl, t - 
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pentyl, hexyl, isohexyl, heptyl and octyl, and C 2 ^ unsaturated aliphatic hydrocarbon residues (e.g. alkenyl group, 
alkynyl group) as exemplified by etheny 1, 1-propenyl, 2-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 2-methyM-propenyl, 
1-pentenyl, 2-pentenyl, 3-pentenyl, 4-pentenyl, 3-methyl-2-butenyl, 1-hexenyl, 3-hexenyl, 2,4-hexadienyl, 5-hexenyl, 
1-heptenyl, 1-octenyl, ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-butynyl, 3-butynyl, 1-pentynyl, 2-pentynyl, 3-pen- 
tynyl, 4-pentynyl, 1-hexynyl, 3-hexynyl, 2,4-hexadiynyl, 5-hexynyl, 1 -heptynyl and 1-octynyl. As the alicyclic hydrocar- 
bon residues, mention is made of ones having 3 to 7 carbon atoms including saturated alicyclic hydrocarbon 
residues (e.g. cycloalkyl group) as exemplified by cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl, 
unsaturated alicyclic hydrocarbon residues (e.g. cycloalkenyl group, cycloalkadienyl group) as exemplified by 1 -cy- 
clopentenyl, 2-cyclopentenyl, 3-cyclopentenyl, 1-cyclohexenyl, 2-cyclohexenyl, 3-cyclohexenyl, 1 -cycloheptenyl, 2-cy- 
cloheptenyl, 3-cycloheptenyl and 2,4-cycloheptadienyl. As the alicyclic-aliphatic hydrocarbon residues, mention is 
made of, among those formed by combination of the above-mentioned alicyclic hydrocarbon residues with aliphatic 
hydrocarbon residues (e.g. cycloalkyl-allcyl group, cycbalkenyl-alkyl group, cycloalkynyl-alkyl group), ones having 4 
to 9 carbon atoms as exemplified by cyclopropylmethyl, cyclopropylethyl, cyclobutylmethyl, cyclopentylmethyl, 2-cy- 
clopentenylmethyl, 3-cyclopentenylmethyl, cyclohexylmethyl, 2-cyclohexenylmethyl, 3-cyclohexenylmethyl, cyclohex- 
ylethyl, cyclohexylpropyl, cycloheptylmethyl and cycloheptylethyl. As the aromatic aliphatic hydrocarbon residues, 
mention is made of C 7 _g phenylalkyl as exemplified by benzyl, phenethyl, 1-phenylethyl, 3-phenylpropyl, 2-phenylpropyl 
and 1-phenylpropyl, and C^.^ naphthylalkyl as exemplified by a-naphthylmethyl, a-naphthylethyl, f*-naphthylmethyl 
and (J-naphthylethyl. As the aromatic hydrocarbon residues, mention is made of, ones having 6 to 14 carbon atoms 
as exemplified by phenyl, naphthyl (a-naphtyl, p-naphthyl). 

In the above-mentioned formula (I), as the heterocyclic group in the optionally substituted heterocyclic group rep- 
resented by R, mention is made of, for example, 5- to 7-membered heterocyclic groups containing one sulfur atom, 
nitrogen atom or oxygen atom, 5- to 6-membered heterocyclic groups containing 2 to 4 nitrogen atoms, and 5- to 
6-membered heterocyclic groups containing 1 to 2 nitrogen atoms and one sulfur atom or oxygen atom. These hete- 
rocyclic groups are optionally condensed with 6-membered ring containing one or two nitrogen atoms, benzene ring 
or 5-membered ring containing one sulfur atom. Examples of these heterocyclic groups include 2-pyridyl, 3-pyridyl, 

4- pyridyl, 2-pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyl, 6-pyrimidinyl, 3-pyridazinyl, 4-pyridazinyl, 2-pyrazinyl, 2-pyrrolyl„ 
3-pyrrolyl, 2-imidazolyl, 4-imidazolyl, 5-imidazolyl, 3-pyrazolyl, 4-pyrazolyl, isothiazolyl, isaxazolyl, 2-thiazolyl, 4-thia- 
zolyl, 5-thiazolyl, 2-oxazolyl, 4-oxazolyl, 5-oxazolyl, 1 ,2,4-oxadiazol-S-yl, t,2 ( 4-triazol-3-yl. 1 ,2,3-triazol-4-yl, tetrazol- 

5- yl, benzimidazol-2-yl, indol-3-yl, 1 H-indazol-3-yl, 1 H-pyrrolo[2,3-bJpyrazin-2-yl, 1 H-pyrrolo[2,3-b]pyridin-6-yl, 1H-im- 
idazo[4,5-b]pyridin-2-yl, 1H-imidazo[4,5-c]pyridin-2-yland 1H-imidazo[4,5-blpyrazin-2-yl. Among them, oxazolyl, thia- 
zolyl and triazofyl are preferable. 

In the above-mentioned formula (I), R is preferably an optionally substituted heterocyclic group, more preferably 
an optionally substituted oxazolyl group. 

In the above-mentioned formula (I), the hydrocarbon residue and heterocyclic group represented by R may op- 
tionally have 1 to 3 substituents at substitutable positions. Examples of such substituents include aliphatic chain hy- 
drocarbon group, alicyclic hydrocarbon group, aryl group, aromatic heterocyclic group, non-aromatic heterocyclic 
group, halogen atom, nitro group, optionally substituted amino group, optionally substituted acyl group, optionally sub- 
stituted hydroxy! group, optionally substituted thiol group and optionally esterified carboxyl group. Examples of these 
aliphatic chain hydrocarbon groups include C^^ straight-chain or branched aliphatic hydrocarbon groups as exem- 
plified by alkyl group, preferably C^ 0 alkyl group, alkenyl group, preferably C 2 _ 10 alkenyl group, and alkynyl group, 
preferably C 2 _ 10 alkynyl group. 

Preferable examples of the alkyl group include methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec. -butyl, t.-butyl, 
pentyl, isopentyl, neopentyl, t. -pentyl, 1 -ethylpropyl, hexyl, isohexyl, 1,1-dimethylbutyl, 2,2-dimethylbutyl, 3,3-dimeth- 
ylbutyl, 2-ethylbutyl, hexyl, pentyl, octyl, nonyl and decyl. Preferable examples of the alkenyl group include vinyl, ally), 
isopropenyl, 1-propenyl, 2-methyl-1-propenyl, 1-butenyl, 2-butenyl, 3-butenyl, 2-ethyl-1 -butenyl, 3-methyl-2-butenyl, 
1-pentenyl, 2-pentenyl, 3-pentenyl, 4-pentenyl, 4-methyl-3-pentenyl, 1-hexenyl, 2-hexenyl, 3-hexenyi, 4-hexenyl and 
5-hexenyl. Preferable examples of the alkynyl group include ethynyl, 1-propynyl, 2-propynyl, 1-butynyl, 2-butynyl, 3-bu- 
tynyl, 1-pentynyl, 2-pentynyl, 3-pentynyl, 4-pentynyl, 1-hexynyl, 2-hexynyl, 3-hexynyl, 4-hexynyl and 5-hexynyl. As the 
alicyclic hydrocarbon group, mention is made of C3_ 12 saturated or unsaturated alicyclic hydrocarbon groups as ex- 
emplified by cycloalkyl group, cycloalkenyl group and cycloalkadienyl group. Preferable examples of cycloalkyl group 
include cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyt, bicyclo(2.2.1]heptyl l bicyclo[2.2.2Joc- 
tyl, bicyclo[3.2.1]octyl, bicyclo[3.2.2]nonyl, bicyclo[3.3.1Inonyl, bicyclo[4.2.1lnonyl and bicycio[4.3.1]decyl. Preferable 
examples of cycloalkenyl group include 2<yclopenten-1 -yl, 3<yctopenten-1-yl, 2-cyclohexen-1-yl and 3-cyclohexen- 
1 -yl. Preferable examples of cycloalkadienyl group include 2,4<yck>pentadien-1 -yl, 2,4-cyclohexadien-1 -yl and 2,5-cy- 
clohexadien-1-yl. The said aryl group means monocyclic or condensed polycyclic aromatic hydrocarbon group. Pref- 
erable examples of the aryl group include C6_ 14 ones such as phenyl, naphthyl, anthryt, phenanthryl and acenaphth- 
ylenyl. Among them, phenyl, 1 -naphthyl and 2-naphthyl are preferable. 

Preferable examples of the aromatic heterocyclic group include, aromatic monocyclic heterocyclic groups such as 
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furyl, thienyl, pyrrotyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, imidazolyl, pyrazolyl, 1,2,3-oxadiazolyl, 1 ,2,4-oxadi- 
azolyl, 1,3,4-oxadiazolyl, furazanyl, 1,2,3-thiadiazolyl, 1 ,2,4-thiadiazolyl, 1, 3,4-th iadiazoly I, 1,2,3-triazoiyl, 1,2,4-tria- 
zolyl, tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl and triazinyl; and aromatic condensed heterocyclic groups 
such asbenzofuranyi, isobenzofuranyl, benzo[b]thienyl, indotyl, isoindolyl, 1 H-indazolyl, benzimidazolyl, benzoxazolyl, 
1,2-benzoisoxazolyl, benzothiazolyl, 1,2-benzoisothiazotyl, 1 H-benzotriazolyl, quinolyl, isoquinolyl, cinnolinyl, quina- 
zolinyl, quinoxalinyl, phthalazinyl, naphthylidinyl, purinyl, pteridinyl, carbazolyl, a-carboiinyl, (J-carbolinyl, Y-carbolinyl, 
acridinyl, phenoxazinyl, phenothiazinyl, phenazinyl, phenoxathiinyl, thianthrenyl, phenathridinyl, phenathrolinyl, in- 
dolizinyl, pyrrolop ,2-b]pyridazinyl, pyrazo!o[1 ( 5-a] pyridyl, imidazo[1,2-a]pyridyl, imidazo[1,5-a]pyridyl, imidazo[1 ,2-b] 
pyridazinyl, imidazo(1,2-a]pyrimidinyl, l^^-triazolo^.S-aJpyridyl and 1,2,4-triazolc(4,3-b]pyridazinyl. 

Preferable examples of the non-aromatic heterocyclic group include oxiranyl, azetidinyl, oxetanyl, thietanyl, pyr- 
rolidinyl, tetrahydrofuryl, thiolanyl, piperidyl, tetrahydropyranyl, morpholinyl, thiomorpholinyl, piperazinyl, pyrrolidine, 
piperidino and morpholino. Examples of the halogen include fluorine, chlorine, bromine and iodine. Among them, flu- 
orine and chlorine are especially preferable. As the optionally substituted amino group, mention is made of, besides 
unsubstituted amino group, amino group (-Nhy on which one or two of C^q alkyl, 0 alkenyl, C t _ 10 acyl or aromatic 
group are substituted, [e.g. methylamino, dimethylamino, ethylamino, diethylamino, dibutylamino, diallylamino, cy- 
clohexylamino, acetylamino, propionylamino, benzoylamino, phenylamino and N-methyl-N-phenyl-amino). The option- 
ally substituted acyl group includes unsubstituted acyl group and substituted acyl groups. As the unsubstituted acyl 
group, mention is made of formyl and those formed by condensation of alkyl, C,.^ alkenyl or C^ 2 aromatic 
group with carbonyl group, (e.g. acetyl, proptonyf, butyryl, isobutyryl, valeryl, isovaleryl, pivaloyl, hexanoyl, heptanoyl, 
octanoyt, cyclobutanecarbonyl, cyclopentanecarbonyl, cyclohexanecarbonyl, cycloheptanecarbonyl, crotonyl, 2-cy- 
clohexenecarbonyl, benzoyl and nicotinoyl). As the substituted acyl group, mention is made of those formed by allowing, 
for example, alkyl, alkoxy, halogen (e.g. chlorine, fluorine, bromine, etc.), nitro, hydroxy or amino to be 
substituted on the said unsubstituted acyl. 

The optionally substituted hydroxy! group includes unsubstituted hydroxyl group and substituted hydroxyl groups, 
i.e. hydroxyl groups having a suitable substituent. As the substituted hydroxyl group, mention is made of such ones 
as protected with hydroxyl -protecting group, for example, aryloxy, besides alkoxy, alkenyloxy, aralkyloxy and acyloxy. 
Preferable examples of the alkoxy include C^ Q alkoxy (e.g. methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, 
sec.-butoxy, t.-butoxy, pentyloxy, isopentyloxy, neopentybxy, hexyloxy, heptykaxy, nonyloxy, cyclobutoxy, cyclopenty- 
loxy and cyclohexyloxy). As alkenyloxy, mention is made of Ca_ 10 ones such as allyloxy, crotyloxy, 2-pentenyloxy, 
3-hexenyloxy, 2-cyclopentenylmethoxy and 2-cyclohexenylmethoxy, and, as aralkyloxy, mention is made of, for exam- 
ple, phenyl-C^alkyloxy (e.g. benzyloxy and phenethyloxy). Preferable examples of acyloxy include C 2 ^ alkanoyloxy 
(e.g. acetyloxy, propionyloxy, butyryloxy and isobutyryloxy). As aryloxy, mention is made of ones such as phenoxy 
and 4-chlorophenoxy. 

As the optionally substituted thiol group, mention is made of, besides thiol group, such ones as having on this thiol 
group, a suitable substituent, especially the one employable as a thiol-protecting group. Practical examples of them 
include alkylthio, aralkylthio and acytthio. Preferable examples of the alkylthio include C,_ 10 alkylthio (e.g. methytthio, 
ethylthio, propytthio, isopropyfthio, butylthio, isobutylthio, sec.-butylthio, t.-butylthio, pentyfthio, isopentylthio, neo- 
pentylthio, hexylthio, heptylthio, nonylthio, cyctobutylthio, cyclopentylthio and eyebhexytthio). As aralkylthio, mention 
is made of, for example, phenyl-C^alkyfthio (e.g. benzylthio and phenethylthio). Preferable examples of acylthio 
include C 2 ^ alkanoylthto (e.g. acetylthio, propionylthio, butyrylthio and isobutyrylthio). 

As the optionally esterif ied carboxyl group, mention is made of, for example, besides unsubstituted carboxyl group, 
alkoxycarbonyl (e.g. C z _$ ones such as methoxycarbonyt, ethoxycarbonyl, propoxycarbonyl and butoxycarbonyl), ar- 
alkyloxycarbonyl (e.g. O^ 0 ones such as benzyloxycarbonyl), aryloxycarbonyl (e.g. C 7 _ 15 ones such as phenoxycar- 
bonyl and p-totyloxycarbonyl). 

Among the substituents on the hydrocarbon residue and heterocyclic group represented by R, phenyl, naphthyl, 
furyl, thienyl and alkyl are especially preferable. 

In the above-mentioned formula (I), substituents on the hydrocarbon residue and heterocyclic group which are 
represented by R, may, when they are alicyclic hydrocarbon group, aryl group, aromatic heterocyclic group or non- 
aromatic heterocyclic group, have one or more, preferably 1 to 3, of suitable substituents respectively. Examples of 
these substituents include lower alkyl groups (C^ ones), tower alkenyl groups (C^ ones), lower alkynyl groups (C^ 
ones), cycloalkyl groups (C$_ 7 ones), aryl groups (e.g. phenyl and naphthyl), aromatic heterocyclic groups (e.g. thienyl, 
furyl, pyridyl, oxazolyl and thiazolyl), non-aromatic heterocyclic groups (e.g. tetrahydrofuryl, morpholino, piperidino, 
pyrrolidine and piperazino), aralkyl groups (C^ ones), amino group, N-mono(C 1-4 )alkylamino groups, N,N-di(C 1-4 ) 
alkylamino groups, acylamino group (e.g. acetylamino, propionylamino and benzoylamino), amidino group, C 2 _s acyl 
group, carbamoyl group, N-mono^. 4 )alkyl carbamoyl groups, N.N-dKC^alkyl carbamoyl groups, sulfamoyl group, 
N-mono(C t ^)alky I sulfamoyl groups, N.N-difC^alkyl sulfamoyl groups, carboxyl group, lower alkoxycarbonyl groups 
(C 2 ,a ones), hydroxyl group, lower alkoxy groups (C 1-4 ones), lower alkenyloxy groups (C^ ones), cycloalkyloxy 
groups (C^ ones), aralkyloxy groups (C 7 _9 ones), aryloxy groups (e.g. phenyloxy and naphthyloxy), mercapto group, 



EP 0 710 659 A1 



lower alkylthio groups (C^ ones), aralkytthio groups (C 7 _ 9 ones), arytthio groups (e.g. phenylthio and naphthylthio), 
sulfo group, cyano group, azkto group, nitro group, nitroso group and halogen (e.g. fluorine, chlorine, bromine and 
iodine). 

In the formula (I), R is more preferably an oxazolyl, thiazolyl or triazolyl group which is optionally substituted by 1 
s to 3 substituents selected from phenyl group, naphthyl group, furyl group, thienyl group or alkyl group. 

In the above formula (I), as the alkyl groups represented by R 1 , mention is made of, for example, ones such 
as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec.-butyl and t.-butyl. As R 1 , hydrogen is preferable. The symbol 
m denotes 0 or 1 , and 0 is preferable. The symbol n denotes 0, 1 or 2, preferably 0 or 1 , and, most preferably 0. 
When both m and n are 0, the carbon substituted by R 1 is directly bonded to R; when m is 0 and n is 1 or 2, R is 
10 directly bonded to -(CH^n-; and when m is 1 and n is 0, Y is directly bonded to the carbon substituted by R 1 . 

Y stands for -CO-, -CH(OH)- or -NR 3 -, preferably - CH(OH)- or -N(R 3 )-. As the alkyl group in the optionally sub- 
stituted alkyl group represented by R 3 , mention is made of, for example, C-,_4 ones such as methyl, ethyl, propyl, 
isopropyl, butyl, isobutyl, sec.-butyl and t.-butyl. Examples of the substituents include halogen (fluorine, chlorine, bro- 
mine and iodine), alkoxy groups (e.g. methoxy, ethoxy, propoxy, butoxy, isobutoxy, sec.-butoxy and t.-butoxy), 
is hydroxyl group, nitro group and acyl groups (e.g. formyl, acetyl and propionyl). 

The C t _ 7 divalent aliphatic hydrocarbon residue represented by A may be straight-chain or branched, and satu- 
rated or unsaturated. Specific examples of them include saturated ones [e.g. -CH 2 -, -CH(CH 3 )-, -(CH 2 ) 2 -, -CH(C 2 H 5 )-, 
-(CH 2 ) 3 -, -(CH^-, -(CHJg-, -(CH 2 ) 6 - and - (CH 2 ) r ] and unsaturated ones [e.g. -CH=CH-, -C(CH 3 )=CH-, -CH^CH- 
CH 2 -, -C(C 2 H 5 )=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-CH 2 -. -CH=CH-CH=CH-CH 2 - and -CH=CH-CH=CH- 
20 CH=CH-CH 2 -. Among them, C-, _^ saturated ones are preferable,-CH 2 - or -CH 2 CH 2 is more preferable, and -CH 2 CH 2 - 
is most preferable. 

In the formula (I), ring E has 1 or 2 substituents at any substitutable positions. Examples of such substituents 
include alkyl group, optionally substituted hydroxyl group, halogen atom, optionally substituted acyl group and optionally 
substituted amino group. These substituents have substantially the same meaning as those described as substituents 
25 of the hydrocarbon residue and heterocyclic group represented by R. 

Ring E, namely the partial formula: 

preferably represents the formula: 

wherein R 2 stands for an optionally substituted hydroxyl group, a halogen atom, an optionally substituted acyl group, 
nitro group or an optionally substituted amino group. As the optionally substituted hydroxyl group, halogen atom, op- 
tionally substituted acyl group and optionally substituted amino group represented by RP, mention is made of those 
described as substituents of the hydrocarbon residue and heterocyclic group represented by R. Preferable examples 
40 of R 2 include optionally substituted hydroxyl group or halogen atom, more preferably lower (C^) alkoxy groups. 
The compound wherein the partial formula: 



45 




in the general formula (I) represents the formula: 

wherein R* stands for an alkyl group is not included in the compound of present invention. As the alkyl group represented 
by R\ mention is made of those described as substituents of the hydrocarbon residue and heterocyclic group repre- 
sented by R. 

Preferable examples of the compounds represented by the formula (I) include those of the formula (I) in which R 
is oxazolyl, thiazolyl or triazolyl optionally substituted with 1 to 3 substituents selected from phenyl, naphthyl, furyl, 
thienyl and C,^ alkyl; m is 0; n is 0 or 1 ; R 1 is hydrogen; ring E, namely the partial formula: 



6 



EP 0 710 659 A1 



10 



1S 



20 



25 



30 



35 



40 



45 



50 



ss 



represents the formula: 



J9- 
5D- 



and R2 is Cj_4 alkoxy group; A is -CH2CH2-; and L and M are both hydrogen. 

Preferable specific examples of the compound represented by the formula (I) include 

(R)-(+)-5-[3-[4-[2-(2-furyl) : 5-methyMoxazolylmett^ 
(S)-(-)-5-[3-[4-[2-(2-furyl)-5-methyl-^ 

5-[3-[3-fluoro^-(5-methyl-2-phenyl-4-oxa20lylmethoxy)phenyl]propyl]-2,4-oxazolidinedione; 
5-[543-methoxy^-(5-methyl-2-phenyl-4<)xazolylmethoxy)phenyl]pentyl]-2 t 4-oxa2olidinedione and 
5-[3-[3,5-dimemoxy-4-[2-[(E)-styryl]-4-oxazolylmetho 

Among these compound, (R)-(+)-5-[3-[4-[2-(2-fun/l)-5-methyM^xazolylmemoxy]-3-methoxyphenyl]propyl]- 
2,4-oxazolidinedione is especially preferable. 

As salts of the compound (I) of this invention, pharmaceutical ly acceptable ones are preferable, as exemplified by 
salts formed with an inorganic base, salts formed with an organic base, salts formed with an inorganic acid, salts formed 
with an organic acid, and salts formed with an basic or acidic amino acid. Preferable examples of salts formed with an 
inorganic base include alkali metal salts such as sodium salts and potassium salts; alkaline earth metal salts such as 
calcium salts and magnesium salts; as well as aluminum salts and ammonium salts. Preferable examples of salts 
formed with an organic base include those formed with, for example, trimethylamine, triethylamine, pyridine, picoline, 
ethanolamine, diethanolamine, triethanolamine, dicyclohexylamine and N.N'-dibenzylethylenediamine. Preferable ex- 
amples of salts formed with an inorganic acid include those formed with, for example, hydrochloric acid, hydrobromic 
acid, nitric acid, sulfuric acid and phosphoric acid. Preferable examples of salts formed with an organic acid include 
those formed with, for example, formic acid, acetic acid, trifluoroacetic acid, fumaric acid, oxalic acid, tartaric acid, 
maleic acid, citric acid, succinic acid, malic acid, methanesulfonic acid, benzenesulfonic acid and p-toluenesulfonic 
acid. Preferable examples of salts formed with a basic amino acid include those formed with, for example, arginine, 
lysine and ornithine, and, preferable examples of salts formed with an acidic amino acid include those formed with, for 
example, aspartic acid and glutamic acid. Among these salts, sodium salts and potassium salt are most preferable. 

The compound (I) or its pharmaceutically acceptable salts of the present invention are less toxic and possess an 
action of lowering blood sugar and lipid in blood and of increasing insulin-sensitivity, which can be used as such or in 
combination with, for example, ajser se known pharmacologically acceptable carrier, excipient and filler as a therapeutic 
agent of diabetes and an antihypertensive agent in mammals (e.g. humans, mice, rats, rabbits, dogs, cats, bovines, 
horses, swines, monkeys). 

The compound (I) or its pharmaceutically acceptable salts of the present invention possess an action of inhibiting 
the proliferation of tumor cells, which can be used as an anticancer agent. 

The compound (I) of this invention is low in toxicity. For example, oral administration of the compound of Working 
Example 22 at a dose of 10 mg/kg/day for 14 days to mice caused no change in body weight and liver weight in 
comparison with the control group, with no animals killed. And further, oral administration of the compounds of Working 
Example 1 3 and 24 respectively at a dose of 30 mg/kg/day for 4 weeks to rats caused no death. 

The administration is usually performed orally in the form of, for example, tablets, capsules (including soft capsules 
and microcapsules), powders and granules, and, depending on cases, non-orally in the form of, for example, injections, 
suppositories and pellets. The dosage for adults in the case of oral administration ranges from 0.05 to 10 mg/kg/day, 
desirably once to three times a day. 

The compound (I) of this invention, mixed with pharmaceutically acceptable carriers, can be administered orally 
or non-orally in the form of solid preparations such as tablets, capsules, granules and powders; or in the form a liquid 
preparations such as syrups and injections. 

As pharmaceutically acceptable carriers, use is made of conventional organic or inorganic carriers for pharma- 
ceutical preparations, more specifically, for example, excipients, lubricants, binders and disintegrators for solid prep- 
arations; and solvents, solubilizers, suspending agents, isotonizere, buffering agents and local anesthetic agent6 for 
liquid preparations. And, upon necessity, such additives as antiseptics, antioxidants, colorants and sweeteners are 
further used. Preferable examples of excipients include lactose, sucrose, D-mannitol, starch, crystalline cellulose and 
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light silicon dioxide. Preferable examples of lubricants include magnesium stearate, calcium stearate, talc and colloid 
silica. Preferable examples of binders include crystalline cellulose, sugar, D-mannitol, dextrin, hydroxypropyl cellulose, 
hydroxypropyl methyl cellulose and polyvinyl pyrrolidone. Preferable examples of disintegrators include starch, car- 
boxymethyl cellulose, carboxymethyl cellulose calcium, crosscarmellose sodium and carboxymethyl starch sodium. 

5 Preferable examples of solvents include distilled water for injection, alcohol, propylene glycol, macrogol, sesame oil 
and com oil. Preferable examples of solubilizers include polyethylene glycol, propylene glycol, D-mannitol, benzyl 
benzoate, ethanol, tris-amino methane, cholesterol, triethanolamine, sodium carbonate and sodium citrate. Preferable 
examples of suspending agents include surfactants such as stearyl triethanolamine, sodium lauryl sulfate, lauryl ami- 
nopropionate, lecithin, benzalkonium chloride, benzethonium chloride, glycerin monostearate; and hydrophilic poly- 

io mers such as polyvinyl alcohol, polyvinyl pyrrolidone, sodium carboxymethylcellulose, methylcellulose, hydroxymeth- 
ylcellulose, hydroxyethylcellulose and hydroxypropylcellulose. Preferable examples of isotonizers include sodium chlo- 
ride, glycerin and D-mannitol. Preferable examples of buffering agents include buffer solutions of phosphate, acetates, 
carbonates and citrates. Preferable examples of local anesthetic agents include benzyl alcohol. Preferable examples 
of antiseptics include paraoxybenzoic acid esters, chlorobutanol, benzyl alcohol, phenethyl alcohol, dehydroacetic acid 

'5 and sortie acid. Preferable examples of antioxidants include sulfites and ascorbic acid. 

The following is the description on the method of producing the compound (I) of this invention. 

Method A 




( r -b i ) 

wherein each symbol has the same meaning as defined above. 

The compound (I-B1) can be produced by condensation of the compound (II) with 2,4-oxazolidinedione. This re- 
action is conducted in a solvent in the presence of a base. As the solvent, mention is made of alcohols such as methanol, 
ethanol, propanol, isopropanol, and 2-methoxyethanol; aromatic hydrocarbons such as benzene, toluene and xylene; 
ethers such as ethyl ether, isopropyl ether, dioxane and tetrahydrofuran; N.N-dimethylfonmamide, dimethyl sulfoxide 
and acetic acid. As the base, use is made of sodium alkoxide (e.g. sodium methoxide and sodium ethoxide), potassium 
carbonate, sodium carbonate, sodium hydroxide, sodium acetate or a secondary amine such as piperidine, piperazine, 
pyrrolidine, morpholine, diethylamine and diisopropylamine. The amount of 2,4-oxazolidinedione to be used ranges 
from 1 to 10 molar equivalents, preferably 1 to 5 molar equivalents, relative to the compound (II). The amount of the 
base to be used ranges from 0.01 to 5 molar equivalents, preferably 0.05 to 2 molar equivalents, relative to the com- 
pound (II). This reaction is conducted at temperatures ranging from 0 to 150 °C, preferably from 20 to 100 °C, over a 
period ranging from 0.5 to 30 hours. 

The compound (I-B1) to be produced by the above method is, in some instances, obtained as a mixture of (E)- 
compound and (Z)-compound, relative to the double bond at 5-position of the 2,4-oxazolidinedione. 

Thus-obtained 2,4-oxazolidinedione derivative (I-B1 ) can be isolated and purified by a known isolating and purifying 
means such as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystalliza- 
tion, phasic transfer and chromatography. 
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Method B 
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B-(Y) B - (CH,) n -CII 
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wherein Z stands for hydrogen, a lower alky I group or an aralkyl group, and other symbols are of the same meaning 
as defined above. 

In the above formula (III), as the lower alkyl group represented by Z, mention is made of C 1-4 a Iky I (e.g. methyl, 
ethyl, propyl, isopropyl, butyl, isobutyl, sec. -butyl and t. -butyl). The aralkyl group represented by Z means an alkyl 
group having aryl group as the substituent (aryl alkyl group). Examples of the aryl group include phenyl and naphthyl, 
which may optionally be substituted with the afore-mentioned lower alkyl groups (C 1-4 ones), halogen atoms (e.g. 
fluorine, chlorine, bromine, iodine), hydroxy I group and nitro group. Examples of the alkyl group include C t ^ ones as 
exemplified by methyl, ethyl and propyl. Preferable examples of the aralkyl group include benzyl, phenethyl, 3-phenyl- 
propyl, (T-naphthyl)methyl and (2-naphthyl)methyl. Among them, benzyl and phenethyl are preferable. 

An alkali metal salt of the compound (I-B2) can be produced by allowing a compound (III) to react with an alkali 
metal cyanate such as potassium cyanate or sodium cyan ate. Then the alkali metal salt is processed with an acid to 
produce the compound (I-B2). The reaction of the compound (III) with the alkali metal cyanate is conducted in an 
adequate solvent. As the solvent, use is generally made of alcohols such as methanol, ethanol, propanol, isopropanol, 
2-methoxyethanol and butanol; N,N-dimethylformamide (DMF), dimethyl sulfoxide, acetonitrile or a suitable mixture of 
them. The amount of the alkali metal cyanate to be used ranges from 1 to 10 molar equivalents, preferably 1 to 5 molar 
equivalents, relative to the compound (III). The reaction temperature ranges from 0 to 180°C, preferably from 30 to 
1 50°C, and the reaction time ranges from 0.5 to 1 00 hours. The alkali metal salt of the compound (I-B2) thus obtained 
is processed with an acid by a conventional means to produce the compound (I-B2). This acid treatment is conducted 
in the presence or absence of a suitable solvent. Examples of the solvent include alcohols such as methanol, ethanol, 
propanol, isopropanol, 2-methoxyethanol and butanol; aromatic hydrocarbons such as benzene, toluene and xylene; 
ethers such as ethyl ether, isopropyl ether, dioxaneandtetrahydrofuran; halogenated hydrocarbons such as chloroform, 
dichloromethane and 1,1,2,2-tetrachloroethane; ethyl acetate, acetonitrile or a suitable mixture of these solvents. As 
the acid, use is preferably made of an excess amount of an inorganic acid such as hydrochloric acid, sulfuric acid, 
nitric acid and hydrobromic acid, while an organic acid such as acetic acid, citric acid or tartaric acid can also be 
employed. 

Thus-obtained 2,4-oxazolidinedione derivative (I -B2) can be isolated and purified by a known isolating and purifying 
means such as concentration, concentration under reduced pressure, solvent-extraction, crystallization, recrystalliza- 
tion, phasic transfer and chromatography. 
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Method C 

R 1 

R-(Y) m -<CH 2 ) n -CH o J[^A-CH=C^ H 

(i-Di) 



K 

Reduction „ i ^^N, , J> 
R-(V).-(CHO n -CHl^J-A l -CH 2 -CH 

(I-B2a> 0 

wherein A' stands for C,_ 7 straight-chain or branched divalent saturated aliphatic hydrocarbon residue, and other 

2Q symbols are of the same meaning as defined above. 

The C w straight-chain or branched divalent saturated aliphatic hydrocarbon residue represented by A 1 means 
the saturated one among the divalent aliphatic hydrocarbon residues represented by A. 

By subjecting the compound (I-B1) to reduction, the compound (l-B2a) can be produced. This reduction is con- 
ducted, in accordance with a conventional method, in a solvent in the presence of a catalyst under hydrogen atmosphere 

2$ of 1 to 150 atm. As the solvent, mention is made of alcohols such as methanol, ethanol, propanol, isopropanol and 
2-methoxyethanol; aromatic hydrocarbons such as benzene, toluene and xylene; ethers such as ethyl ether, isopropyl 
ether, dioxane and tetrahydrofuran; halogenated hydrocarbons such as chloroform, dichloromethane and 1,1,2,2-tet- 
rachloroethane; ethyl acetate, acetic acid, N,N-dimethylformamide or a suitable mixture of these solvents. Examples 
of preferable catalysts include metals such as nickel compounds and transition metals such as palladium, platinum 

30 and rhodium. 

Reaction temperatures range from 0 to 1 50°C, preferably from 1 0 to 1 20°C. Reaction time ranges from 0.5 to 1 00 hours. 

The 2,4-oxazolidinedione derivative (l-B2a) thus obtained can be isolated and purified by a known isolating and 
purifying means such as concentration, concentration under reduced pressure, solvent extraction, crystallization, re- 
crystallization, phasic transfer and chromatography. 
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Method D 
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R-(Y) a -(CH 2 ) n -Cfl jfw-Cff 

cm x > 



2.4-oiazolidineiioae B-(V) B -(CH,) n -iHj^-A-CH=C-^ H 

0 

CI-B1) 

50 wherein B stands for lower alkoxy, lower alkylthio or lower acyloxy; and other symbols are of the same meaning as 
defined above. 

As the lower alkoxy represented by B, mention is made, for example, C 1-4 ones such as methoxy, ethoxy, propoxy, 
isopropoxy and butoxy; as the lower alkylthio group, mention is made of, for example, C,^ ones such as methylthio, 
ethytthio, propyfthio, isopropytthio and butylthio; and, as the lower acyloxy, mention is made of, for example, ones 
such as acetyloxy and propionyloxy. Depending on cases, two B's may be combined to each other to form, for example, 
ethylenedioxy, propylenedioxy or dithiotrimethylene. In other words, -CH(B) 2 of the formula (IV) means a protected 
aldehyde group. 
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The compound (IV) is condensed with 2,4-oxazolidinedione to produce (I-B1). This condensation reaction is con- 
ducted substantially the same manner as in the reaction of the compound (II) with 2,4-oxazolidinedione in Method A. 

The compound (I-B1) to be produced by the above method is, in some instances, obtained as a mixture of (E)- 
compound and (Z)-compound, relative to the double bond at 5-position of the 2,4-oxazolidinedione. 

The 2,4oxazolidinedione derivative (I-B1) thus obtained can be isolated and purified by a known separating and 
purifying means such as concentration, concentration under reduced pressure, solvent extraction, crystallization, re- 
crystallization, phasic transfer and chromatography. 

Method E 

L M 



a 

is (V) 



8-(C0)„-CHt-Q (VI) 

" If- (CO) 



L M 



a 



(i-ci) 6 



wherein Q stands for a leaving group, and other symbols are of the same meaning as defined above. 

As the leaving group represented by Q, mention is made of a halogen atom (chlorine, bromine, iodine), meth- 
2S anesulfonyloxy, benzenesulfonyloxy and p-toluenesulfonyloxy. 

The compound (V) is condensed with the compound (VI) to produced a compound (I-CI). This reaction is con- 
ducted, in accordance with a conventional method, in an adequate solvent in the presence of a base. As the solvent, 
mention is made of, for example, aromatic hydrocarbon such as benzene, toluene and xylene; ethers such as dioxane, 
tetrahydrofuran and dimethoxyethane; ketones such as acetone and 2-butanone; N.N-dimethyfformamide, dimethyl 
sulfoxide, chloroform, dichloromethane, 1 ,2-dichloroethane, 1 , 1 ,2,2-tetrachtoroethane and a suitable mixture of these 
solvents. As the base, mention is made of alkali metal salt such as sodium hydroxide, potassium hydroxide, potassium 
carbonate and sodium hydrogencarbonate; amines such as pyridine, triethylamine and N,N-dimethylaniline; metal 
hydride such as sodium hydride and potassium hydride; sodium ethoxide, sodium methoxide and potassium t.-butoxide. 
The amount of these bases to be used is preferably in a range of about 1 to 5 molar equivalents relative to the compound 
3g (V). This reaction is conducted usually at temperatures ranging from -50 to 150°C, preferable about -10 to 100°C. The 
reaction time ranges from 0.5 to 50 hours. 

The 2,4-oxazolidinedione derivative (I-C1 ) thus obtained can be isolated and purified by a conventional separating 
and purifying means such as concentration, concentration under reduced pressure, solvent extraction, crystallization, 
recrystallization, phasic transfer and chromatography. 

Among the compound (I-C1) produced by Method E, the compounds wherein R contains unsaturated bonds (C- 
C double bond, C-C triple bond) can be led to the compounds wherein the unsaturated bonds (C-C double bond, C-C 
triple bond) in R are reduced by substantially the same reduction reaction as in Method C. 

Among the compounds produced by Method E, (I-C2) can be led to the compound (I-C3) by further subjecting the 
former to reduction. 

45 



so 



ss 
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Method F 



5 



R-COCH 



( I -C2) 




Reduction 



10 




8- 



15 



(1-C3) 0 



wherein each symbol is of the same meaning as defined above. 

In this method, the compound (I-C2) produced by Method E is reduced to produce the compound (I-C3). This 
reduction reaction can be conducted by a get se known method, for example, reduction by metal hydride, reduction 
by a metal hydride complex compound, reduction by diborane and substituted borane and catalytic hydrogenation. in 
other words, this reaction is conducted by processing the compound (I-C2) with a reducing agent. As the reducing 
agent, mention is made of alkali metal borohydride (e.g. sodium borohydride and lithium borohydride); a metal hydride 
complex compound such as lithium aluminium hydride; metal hydride such as sodium hydride; an organotin compound 
(e.g. triphneyttin hydride); metals and metal salts including nickel compounds, zinc compounds or the like; an agent 
for catalytic reduction using transition metal catalysts including palladium, platinum, medium or the like together with 
hydrogen; and diborane, among others. Above all, use of alkali metal borohydride (e.g. sodium borohydride, lithium 
borohydride) is advantageous. This reaction is conducted in an organic solvent which does not interfere with the re- 
action. Examples of the solvent include aromatic hydrocarbons such as benzene, toluene and xylene; halogenated 
hydrocarbons such as chloroform, carbon tetrachloride, dichloromethane, 1,2-dichloroethane and 1,1,2,2-tetrachlo- 
roethane; ethers such as diethyl ether, tetrahydrofuran and dioxane; alcohols such as methanol, ethanol, propanot, 
isopropanol, 2 -methoxy ethanol; amides such as N.N-dimethylfoirnamide; or a suitable mixture of these solvents. From 
among them, a suitable one is selectively employed depending on types of reducing agents. The reaction temperature 
ranges from -20 to t50°C, especially from 0 to 100°C. The reaction hour ranges from about 1 to 24 hours. 

The compound (I-C3) thus obtained can be isolated and purified by a conventional separating and purifying means 
such as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, pha- 
sic transfer and chromatography. 

The starting compound (II) in the Method A is produced by, for example, Method G. 
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Method G 
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8-(Y) B -(CB,) n -tlJ^^-fl 
(VII- 1) v^-^ 



V C8 5 0) 2 PCO)CH 2 (Cfl=CH) a COOR s 

(VIII- 1) M 



»-(Y) a - (CD s ) n -^ Reduction 



CH-1) 

e 1 ^ 



(X-l) 



Oxidation 



B 1 ^ R 4 



8- CY) B — (CH«) n — CH^J[^ — 6=CB— (CH-CH) q -CRO RedactLoa » 



8-(¥) a «(CH,) n ^i^^ 

30 (H-2) 

wherein R 5 and R 6 independently stand for a lower alkyl group; R 4 stands for hydrogen or a lower alkyl group; q is 0, 
1 or 2; and other symbols are of the same meaning as defined above. 

Examples of the lower alkyl groups represented by R* R s and R 6 include C 1-4 ones such as methyl, ethyl, propyl, 
isopropyl and butyl. 

35 In this method, first, a carbonyl derivative (VI 1-1) is allowed to react with a phosphonocarboxylic acid derivative 

(VI 11-1 ) to produce an unsaturated ester derivative (1X-1 ). The reaction of (VI -1 ) with (VI 1 1- 1 ) is conducted, in accordance 
with a conventional method, in an adequate solvent in the presence of a base. Examples of the solvent include aromatic 
hydrocarbon such as benzene, toluene and xylene; ethers such as dioxane, tetrahydrofuran and dimethoxy ethane; 
alcohols such as methanol, ethanol and propanol; N.N-dimethylformamide, dimehtyl sulfoxide, chloroform, dichlo- 

40 romethane, 1,2-dichloroethane, 1,1,2,2-tetrachloroethane, as well as a suitable mixture of these solvents. Examples 
of the base include alkali metal salts such as sodium hydroxide, potassium hydroxide, potassium carbonate, sodium 
carbonate and sodium hydrogencarbonate; amines such as pyridine, triethylamine and N.N-dimethylaniline; metal 
hydrides such as sodium hydride and potassium hydride; sodium ethoxide, sodium methoxide and potassium t.-bu- 
toxide. The amount of these bases to be employed ranges, preferably, from about 1 to about 5 molar equivalents 

45 relative to the compound (VII 1-1 ). The amount of the compound (VI 11-1 ) to be used ranges from 1 to 5 molar equivalents, 
preferably f rom about 1-3 molar equivalents relative to the compound (VI 1-1). This reaction is conducted generally at 
temperatures ranging from -60 to 150°C, preferably from about -10 to 100°C. The reaction time ranges from 0.5 to 30 
hours. 

Then, the compound (IX- 1 ) is subjected to reduction to produce an alcohol derivative (X-1 ). This reduction reaction 
50 can be conducted by a per se known method, for example, reduction with a metal hydride, reduction with a metal 
hydride complex compound and reduction with diborane and a substituted borane. In other words, this reaction can 
be conducted by processing the compound (I X-1) with a reducing agent. Examples of the reducing agents include 
alkali metal borohydrides (e.g. sodium borohydride and lithium borohydride); metal hydride complexes such as lithium 
aluminium hydride; and diborane, and use of diisobutyl aluminum hydride serves to conduct the reaction advanta- 
56 geousty. This reaction is conducted in an organic solvent which does not interfere with the reaction. Examples of the 
solvent include aromatic hydrocarbons such as benzene, toluene and xylene; halogenated hydrocarbons such as 
chloroform, carbon tetrachloride, dichloromethane, 1 ,2-dichloroethane and 1,1,2,2-tetrachloroethane; ethers such as 
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diethyl ether, tetrahyclrof uran and dtoxane; alcohols such as methanol, ethanol, propanol, isopropanol and 2-methox- 
yethanol; amides such as N,N-dimethylformamide; or a suitable mixture of these solvents, and, from among them, a 
suitable one is selectively employed depending on kinds of the reducing agent. The reaction temperature ranges from 
-20 to 150°C, especially preferably from 0 to 100°C, and the reaction time ranges from about 1 to 24 hours. 

Then, the compound (X-t) is subjected to oxidation to produce. an unsaturated aldehyde derivative (11-1). This 
oxidation reaction can be conducted by a £er se known method, for example, oxidation with manganese dioxide, 
oxidation with chromic acid, oxidation with dimethyl sulfoxide, or the like. In other words, this reaction is conducted by 
processing the compound (X-1 ) with an oxidizing agent. As the oxidizing agent, use is made of manganese dioxide or 
chromic anhydride, and use of the former is preferable to conduct the reaction more advantageously- This reaction is 
conducted in an organic solvent which does not interfere with the reaction. As the solvent, use is made of, for example, 
aromatic hydrocarbons such as benzene, toluene and xylene; halogenated hydrocarbons such as chloroform , carbon 
tetrachloride, dichloromethane, 1,2-dichloroethane and 1,1,2,2-tetrachloroethane; ethers such as diethyl ether, tet- 
rahydrof uran and dioxane; dimethyl sulfoxide or a suitable mixture of these solvents, and, from among them, a suitable 
one is selectively employed depending on kinds of the oxidizing agent. The reaction temperatures range from -20 to 
150°C, especially those ranging from 0 to 100°C are preferable, and the reaction time ranges from about 1 to 24 hours. 

Then, thecompound (11-1 ) is subjected to reduction reaction to produce the compound (II-2). This reduction reaction 
is conducted in substantially the same manner as Method C. 

The aldehyde derivatives (11-1), (I I -2) thus obtained can be isolated and purified by means of a conventional sep- 
arating and purifying process, for example, concentration, concentration under reduced pressure, solvent extraction, 
crystallization, recrystallization, phasic transfer, chromatography or the like. 

The compound (I I -3) among the compounds produced by Method G can be modified into the compound (I I -4) and 
(I I -5) having prolonged carbon chain by, for example, Method H. 



Method H 



R-(Y) B »(CH Z ) 

(It- 3 ) 



n 




=CH-(CH=CB) / -CH0 



(WjPCOKHtCOOR* 
(VHI- 2) 




Reduction 



R-(YV(CH«) 
(X-2) 




=CH-(CR<H) f -CH=CECH 2 OH 



Osidatioa 



(II-4) 




Redact ion 
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This method is conducted in substantially the same manner as in Method G. In other words, the reaction of the 
compound (II-3) with the compound (Vlll-2) is conducted in substantially the same manner as in the reaction of the 
compound (VII-1 ) with the compound (VIII-1 ) in the Method G, and the reduction of the compound (IX-2) is conducted 
in substantially the same manner as in the reduction of the compound (IX-1 ) in the Method G. Further, the oxidation 
5 of the compound (X-2) is conducted in substantially the same manner as in the oxidation of the compound (X-1 ) in the 
Method G to give the compound (IM), which is subjected to reduction in substantially the same manner as in the 
reduction of the compound (II-1) in Method G to produce the compound (11-5). 

The aldehyde derivatives (11-4) and (11-5) thus obtained can be isolated and purified by a known separating and 
purifying means such as concentration, concentration under reduced pressure, solvent extraction, crystallization, re- 
10 crystallization, phasic transfer and chromatography. 

The compound (III) to be employed in Method B can be produced by, for example, Method I. 

Method I 
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R- (*>■.- 



ffl -(CH 2 ) n -<^ CB3COCOOH 
(VII- 2) 



Esttrification 



Reductioa 



Reductioa 



8' ^ 

(XII) 

(XIII) VV 

8- a) B - <CH,) n -CBj5j-A , --CH,CH 3 CHC00B« 

OH 

(III— 1 > 

wherein A 2 stands for a bond or a divalent aliphatic hydrocarbon residue; A 3 stands for a bond or a divalent 
saturated aliphatic hydrocarbon residue; and other symbols are of the same meaning as defined above. 

The divalent aliphatic hydrocarbon residues represented by A 2 are C 1-j6 ones among the divalent aliphatic 
hydrocarbon residues represented by A, and the divalent saturated aliphatic hydrocarbon residues represented 
by A 3 are saturated ones among those represented by A 2 

In this method, firstly, the compound (VI I -2) is condensed with pyruvic acid to produce a compound (XI). Conden- 
sation reaction of the compound (VII-2) with pyruvic acid is conducted in substantially the same manner as in the 
reaction of the compound (II) with 2,4-oxazolidinedione in Method A. Then, the compound (XI) is subjected to esteri- 
fication to produce a compound (XII). This esterification reaction can be conducted by a^er se known method, for 
example, a method which comprises allowing the compound (XI) to react directly with alcohol (FPOH) in the presence 
of an acid to cause esterification, or a method which comprises allowing a reactive derivative of the compound (XI), 
for example, acid anhydride, acid halide (acid chloride, acid bromide), imidazolide or a mixed acid anhydride (e.g. 
anhydride with methyl carbonate, anhydride with ethyl carbonate, anhydride with isobutyl carbonate or the like) to 
adequately react with alcohol (F^OH). Then, the compound (XII) is subjected to catalytic reduction to produce a com- 
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pound (XIII). This catalytic reduction is conducted in substantially the same manner as in Method C. Then, the com- 
pound (XIII) is subjected to reduction to produce a compound (MM). This reduction reaction can be conducted in 
substantially the same manner as in Method F. 

The compound (lll-t) thus obtained can be isolated and purified by a known separating and purifying means such 
5 as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, phasic 
transfer and chromatography. 

The compound (IV) to be employed in Method D can be produced by, for example, Method J. 

Method J 

10 



R-(Y) ffl -(CB,) n 

75 



R-ttVCCH,),, 




25 



45 



SO 



55 



«-<»)„- (Ct,\ 



30 (IV— 2 > 

wherein W stands for halogen atom; t denotes an integer of 1 to 6; and other symbols have the same meaning as 
defined above. 

As the halogen atom represented by W, chlorine, bromine and iodine are mentioned. 

In this method, firstly, the compound (Vll-t ) is allowed to react with the compound (XIV) to produce the compound 
35 (| v-1 ). This reaction is conducted in substantially the same manner as in the reaction of the compound (VI 1-1 ) with the 

compound (Vlll-t ) in Method G. Then, the compound (I V-1 ) is subjected to reduction to produce the compound (I V-2). 

This reduction is conducted in substantially the same manner as that in Method C. 

The compounds (I V-1 ) and (I V-2) thu6 obtained can be isolated and purified by a known separating and purifying 

means such as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystalliza- 
40 tion, phasic transfer and chromatography. And, the compounds (I V-1) and (IV-2) can be, by eliminating a protecting 

group respectively with an acid in an aqueous solvent, led to the aldehyde derivatives (II -6) and (I I -7), respectively. 

Examples of the solvent include a mixture of water with alcohols such as methanol, ethanol and propanol, ethers such 

as tetrahydrofuran and dioxane, acetonitrile, acetone, 2-butanone or acetic acid. As the acid, mention is made of p- 

toluenesulfonic acid, besides inorganic acids such as hydrochloric acid, sulfuric acid, nitric acid and hydrobromic acid. 



(IV- d ^R-(Y) B -CCHO n -t^^ 



(II-6) 



(IV-2) ^8^(Y) a -(CH,) n -flM 

(II-7) 

The aldehyde derivative (II) to be employed in Method A can be produced also in accordance with Method K. 
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10 



20 



Jt 1 

R- (Y) ffl - (CH,> n ~fa^J^J-A» - C00R« Bxhetioa 



(H- 3) 



R-(y) B -(CH,) n -iHj^J-A'-CB,OH Oxidation 
is (X-3) 



R< 



B - (V) B - (CB ,)„ -i^J^H 1 -CHQ 



(II- 8) 

wherein each symbol is of the same meaning as defined above. 

2s In this method, firstly, the compound (IX-3), which is produced by subjecting the compound (IX-1 ) or the compound 

(IX-2) to catalytic reduction, is subjected to reduction to produce the compound (X-3). This reduction is conducted in 
substantially the same manner as that of the compound (IX-1) in Method G. Then, the compound (X-3) is subjected 
to oxidation to produce the compound (II-8). The oxidation of the compound (X-3) to (II-8) is conducted in accordance 
with a per se known oxidation method, for example, the chromic acid oxidation such as Jones' oxidation using chromium 

30 oxide-sulf uric acid-pyridine, Collins* oxidation using chromium oxide-pyridine complex, oxidation using pyridinium chlo- 
rochromate (PCC) and oxidation using pyridinium dichloride (PDC); oxidation using activated DMSO or oxidation using 
oxoammonium salt. The oxidation using activated DMSO is preferable. Oxidation using activated dimethyl sulfoxide 
(DMSO) is carried out in a solvent, in the co-presence of DMSO and an electrophilic reagent. As the solvent, mention 
is made of ethers such as ethyl ether, isopropyl ether, tetrahydrofuran and dioxane; aromatic hydrocarbons such as 

35 benzene, toluene and xylene; N.N-dimethylformamide (DMF); halogenated hydrocarbons such as chloroform and 
dichloromethane; pyridine and dimethyl sulfoxide. From these solvents, a proper one is selected depending of the kind 
of electrophilic reagent then employed. 

The compound (I I -8) thus obtained can be isolated and purified by means of a conventional separating and purifying 
process such as concentration, concentration under reduced pressure, solvent extraction, crystallization, rocrystalli- 

40 zation, phasic transfer and chromatography. Incidentally, the compound (I I -8) can be used for Method D, after subjecting 
the aldehyde group to acetalization or dithtoacetalization by a conventional method. 

A part of the intermediate (IX-1 ) in Method G or of the starting compound (IX-3) in Method K can be produced also 
by, for example, Method L. 
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Method L 




R 1 



R-(Y) n -(CHO n -iH-0ll (XVI) 



10 



75 



20 



(XVII) 



R-CY). 



(XYIII) 



Reduction 



2$ 



30 



35 



40 



45 



SO 



55 



8 j ^^HaCHCOOK 6 



<te- hydrogen halide 



W 



(XIX) 



R-(Y) i -(Cll 2 ) n 
(IX- 4) 



H=CHCOOR' 



Reduction 





r^ ^S^CH 2 CH2C00if• 



IB n 



(TX-5) 

wherein each symbol is of the same meaning as defined above. 

In this method, firstly, the compound (XV) is allowed to react with the compound (XVI) to produce the compound 
(XVII). This reaction is conducted substantially the same manner as in Method E. Then, the compound (XVII) is sub- 
jected to reduction to produce the compound (XVIII). This reduction can be carried out by apjsr se known method, but 
it is conducted more advantageously in accordance with Method C. 

Then, the compound (XVIII) is subjected to a per se known Meerwein Arylation reaction to produce (XIX). In this 
reaction, firstly, the compound (XVIII) is diazotized by adding dropwise thereto an aqueous solution of sodium nitrite 
(NaN0 2 ) in a solvent in the presence of a hydrohalogenic acid (e.g. HCI, HBr and HI), which is then allowed to react 
with acrylic acid ester (CH^CHCOOR 6 ) in the presence of a copper catalyst (e.g. cuprous oxide, cupric oxide, cuprous 
chloride, cupric chloride, cuprous bromide and cupric bromide) to produce the compound (XIX). As the solvent, mention 
is made of alcohols such as methanol, ethanol, propanol and isopropanol; ethers such as dioxane and tetrahydrof uran; 
acetone, 2-butanone or a suitable mixture of these solvents. The reaction temperature ranges from -60 to 100°C, 
preferably from - 20 to 60°C. The reaction time ranges from 0.5 to 20 hours. Then, the compound (XIX) subjected to 
dehydrohaloge nation to produce (IX-4). This reaction is conducted in a suitable solvent in the presence of a base. 
Examples of the solvent include aromatic hydrocarbons such as benzene, toluene and xylene; ethers such as dioxane, 
tetrahydrof uran and dimethaxy ethane; alcohols such as methanol, ethanol and propanol; ethyl acetate, acetonitrile, 
pyridine, N.N-dimethylformamide, dimethyl sulfoxide, chloroform, dichloromethane, 1,2-dichloroethane, 1,1,2,2-tetra- 
chloroethane, acetone, 2-butanone and a suitable mixture of these solvents. As the base, mention is made of inorganic 
bases including, for example, alkali metal hydroxide (e.g. sodium hydroxide and potassium hydroxide), alkaline earth 
metal hydroxide (e.g. magnesium hydroxide and calcium hydroxide), alkali metal carbonate (e.g. sodium carbonate 
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and potassium carbonate), alkaline earth metal carbonate (e.g. magnesium carbonate and calcium carbonate), alkali 
metal hydrogencarbonate (e.g. sodium hydrogencarbonate and potassium hydrogencarbonate) and alkali metal ace- 
tate (e.g. sodium acetate and potassium acetate); and organic bases including trialkylamine (e.g. trimethylamine and 
triethytamine), picoline, N-methylpyrrolidine, N-methylmorpholine, 1,5-diazabicyclo(4.3.0]non-5-ene, 1,4-diazabicyclo 
5 [2.2.2]non-5-ene, and 1,8-diazabicyclo[5.4.0]-7-undecene. The amount of these bases to be used ranges preferably 
from about 1 to about 5 molar equivalents relative to the compound (XIX). This reaction is conducted usually at tem- 
peratures ranging from -20 to 150°C, preferably from about -10 to 100°C. The compound (IX-4) can be led to (IX-5) in 
accordance with Method C. 

The compounds (IX-4) and (IX-5) thus obtained can be isolated and purified by known separating and purifying 
io processes, for example, concentration, concentration under reduced pressure, solvent extraction, crystallization, re- 
crystallization, phasic transfer, chromatography or the like. 

The starting compound (VII-1) in Method G can be produced by, for example Method M. 



75 



20 



30 



35 



Method M 



J^jh<!=0 g-(V) m -(CH t ) n -iH-Q (XXI) 



HO 

(XX) 



l-W.-CCI,), 

(YIl-l) 

wherein each symbol is of the same meaning as defined above. 

In this method, the compound (XX) is allowed to react with the compound (XXI) to produce the compound (VIM). 
This reaction is conducted in substantially the same manner as in Method E. 

The compound (VII-1) thus obtained can be isolated and purified by a known separating and purifying means such 
as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, phasic 
transfer and chromatography. 

The compound (I-B2) can be produced also by Method N described be tow. This method is advantageous especially 
for the production of an optically active compound relative to the asymmetric carbon at the 5-position of 2,4-oxazolid- 
inedione ring. 
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Method N 

8' 

R-(Y) ffi -(CH 2 ) n --CH 

(mi) 

10 Rt 

R-(¥) D «(CH 8 ) n ^CH 
(III) 

1S 

R 1 

*-tt) B -(a,) a -4i 

2 o (XXIII) 

R l 

* 5 R-(Y) B -(CR 2 ) n -iH 

(XXIV) 

wherein R 7 in the formula (XXI It) stands for a lower alkyl group or a substituted phenyl group, and other symbols are 
of the same meaning as defined above. 
30 The compounds represented by the above-mentioned formulae (XXII), (III), (XXIII) and (XXIV) include optically 

active compounds due to the asymmetric carbon at the a-position of ester residue, and the compounds represented 
by the formula (I-B2) include optically active compounds due to the asymmetric carbon at the 5-position of 2,4-oxazo- 
lidinedione ring. 

As the lower alkyl group represented by R 7 in the formula (XXIII), mention is made of alkyl (e.g. methyl, ethyl, 

ss propyl, isopropyl, butyl and isobutyl). Examples of the substituent at the substituted phenyl group represented by R 7 
include the above-mentioned lower alkyl groups (C 1-4 ones), halogen atoms (fluorine, chlorine, bromine and iodine), 
hydroxy! group and nitro group. 

This method provides a method of producing 2,4-oxazolidinedione derivative (I-B2) starting from a-acetoxyester 
represented by the formula (XXII). 

40 In this method, firstly, the a-hydroxycarboxylic acid ester derivative (III) is produced from the compound (XXII). 

This reaction is conducted, in accordance with ager se known method, in alcohol (Z-OH) in the presence of an acid. 
The amounts of alcohol (Z-OH) and acid to be employed are usually a large excess ones. This reaction is carried out 
usually at temperatures ranging from -80 to 100°C, preferably from about -50 to 30° C. The reaction time ranges from 
0.5 to 100 hours. Then, the compound (III) is allowed to react with chlorocarbonic ester (CICOOR 7 ), and the reaction 

45 mixture is further allowed to react with ammonia to produce the compound (XXIV). The reaction of the compound (III) 
with chlorocarbonic ester (CICOOR 7 ) is carried out, in accordance with a conventional method, in a suitable solvent 
in the presence of a base. As the solvent, mention is made of, for example, aromatic hydrocarbons such as benzene, 
toluene and xylene; ethers such as dioxane, tetrahydrofuran and dimethoxyethane; chloroform, dichloromethane, 
1 ,2-dichloroethane, 1 ,1 ,2,2-tetrachtoroethane, and a suitable mixture of these solvents. As the base, mention is made 

so of alkali metal salts such as sodium hydroxide, potassium hydroxide, potassium carbonate, sodium carbonate and 
sodium hydrogencarbonate, and amines such as pyridine, triethylamine and N,N-dimethylaniline. The amount of these 
bases to be employed is preferably in the range of from about 2 to 5 molar equivalents relative to the compound (III). 
Bases such as pyridine and triethylamine can be used also as solvents. The amount of chlorocarbonic ester (CICOOR 7 ) 
to be used ranges from about 1 to 5 molar equivalents, preferably from 1 to 3 molar equivalents, relative to the compound 

ss (HI). This reaction is conducted usually at temperatures ranging from -80 to 100°C, preferably from about -50 to 50°C 
The reaction time ranges from 0.5 to 30 hours. 

Then, the product (XXIII) is subjected to the reaction with ammonia to produce the compound (XXIV). This reaction 
is carried out usually in a suitable solvent in the presence of ammonia. As the solvent, mention is made of aromatic 
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hydrocarbons such as benzene, toluene and xylene; ethers such as dioxane, tetrahydrofuran and dimethoxyethane; 
chloroform, dichloromethane, 1,2-dichloroethane, 1,1,2,2-tetrachloroethane, ethyl acetate; and a suitable mixture of 
these solvents. As ammonia, ammonia gas or aqueous ammonia is used, and the reaction is carried out at temperatures 
ranging from -100 to 50°C, preferably about from -80 to 30°C. The reaction time ranges from 0,5 to 30 hours. The 

5 compound (XXIV) thus obtained is subjected to cyclization to produce the 2,4-oxazolidinedione derivative (I-B2). The 
cyclization reaction is carried out by processing the compound (XXIV) in accordance with a conventional method, with 
a base in a suitable solvent. As the solvent, mention is made of, for example, aromatic hydrocarbons such as benzene, 
toluene and xylene; ethers such as dioxane, tetrahydrofuran and dimethoxyethane; chloroform, dichloromethane, 
1 ,2-dichloroethane, 1 ,1 ,2,2-tetrachloroethane, acetonitrile; and a suitable mixture of these solvents. As the base, men- 

10 tion is made of alkali metal salts such as sodium hydroxide, potassium hydroxide, potassium carbonate, sodium car- 
bonate and sodium hydrogencarbonate; amines such as pyridine, triethylamine, N,N-dimethylaniline, 1 ,8-diazabicyclo 
[5.4.0]undec-7-ene (DBU), 1,5-diazabicyclo[4.3.0]non-5-ene (DBN); sodium ethoxide, sodium methoxide, potassium 
tert.-butoxide or the like. Amount of these bases to be employed ranges from 1 to 5 molar equivalents relative to the 
compound (XXIV). This reaction is conducted usually at temperatures ranging from -80 to 50°C, preferably from about 

is -50 to 30°C. The reaction time ranges from 0.5 to 30 hours. 

The 2,4-oxazolidinedione derivative (I-B2) thus obtained can be isolated and purified by a conventional separating 
and purifying means such as concentration, concentration under reduced pressure, solvent extraction, crystallization, 
recrystallization, phasic transfer and chromatography. 

The compounds (XXII) and (III) including optically active compounds to be employed in Method N can be produced 

20 by, for example, Method O. 

Method O 

»-<Y)„-ca,> n -Lo-0 A - £ "' M,, « 1 _ - 
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SO 



SS 



.-(Y).-(CH,) 0 -L>^*- a,, P tW ' 



R 0COCH 3 
(XXII) 

wherein each symbol is of the same meaning as defined above. 

In this method, the compound (IX-6) is subjected to reaction with oxalic ester (COOR 6 ^ in the presence of a base. 
The reaction of the compound (IX-6) with oxalic ester (COOR 6 ^ is conducted, in accordance with a conventional 
method, in a suitable solvent in the presence of a base. As the solvent, mention is made of, for example, alcohols such 
as methanol, ethanol, propanol, isopropanol and 2-methoxyethanol; aromatic hydrocarbons 6uch as benzene, toluene 
and xylene; ethers such as ethyl ether, isopropyl ether, dioxane and tetrahydrofuran; hatogenated hydrocarbons such 
as chloroform, dichloromethane and 1,1,2,2-tetrachloroethane; N.N-dimethylformamide; and a suitable mixture of 
these solvents. As the base, mention is made of sodium ethoxide, sodium methoxide and potassium tert.-butoxide or 
the like. The amount of these bases to be employed ranges from about 1 to 5 molar equivalents relative to the compound 
(IX-6), and the amount of (COOR 6 ) 2 to be employed is preferably ranges from about 1 to 5 molar equivalents relative 
to the compound (IX-6). This reaction is conducted usually at temperatures ranging from -50 to 1 50°C, preferably from 
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about -10 to 100°C. The reaction time ranges from 0.5 to 50 hours. 

The condensate thus obtained is subjected to decarboxylation reaction to produce a-ketoester (XIII-1). This de- 
carboxylation reaction is conducted under heating in aqueous dimethyl sulfoxide in the presence of sodium chloride 
or lithium chloride. The amount of sodium chloride or lithium chloride ranges from 1 to 5 molar equivalents. The reaction 

5 temperatures ranges from 50 to 150°C, preferably from about 80 to 120°C. The reaction time ranges from 0.5 to 50 
hours. Then, the a-ketoester (XIII-1) thus obtained is subjected to reduction to product the compound (IM-2). This 
reduction can be carried out by a ger se known method, for example, reduction with a metal hydride, reduction with a 
metal hydride complex compound, reduction with diborane and a substituted diborane, catalytic hydrogenation or the 
like. In other words, this reaction is conducted by processing the compound (XIII-1) with a reducing agent. Examples 

10 of the reducing agent include alkali metal borohydrides (e.g. sodium borohydride and lithium borohydride); metal hy- 
dride complex compounds such as lithium aluminum hydride; metal hydrides such as sodium hydride; organotin com- 
pounds (e.g. triphenyltin hydride), metals such as a nickel compound or a zinc compound and salts thereof; catalytic 
reduction agents using a transition metal such as palladium, platinum or rhodium and hydrogen; and diborane, and, 
use of, among them, alkali metal borohydride (e.g. sodium borohydride or lithium borohydride) serves to allow the 

is reaction to proceed advantageously. This reaction is conducted in an organic solvent which does not interfere with the 
reaction. Examples of the solvent include aromatic hydrocarbons such as benzene, toluene and xylene; halogenated 
hydrocarbons such as chloroform, carbon tetrachloride, dichloromethane, 1,2-dichloroethane and 1,1,2,2-tetrachlo- 
roethane; ethers such as diethyl ether, tetrahydrofuran and dioxane; alcohols such as methanol, ethanol, propanol, 
isopropanol and 2-methoxyethanol; amides such as N,N-dimethylformamide: or a suitable mixture of these solvents, 

20 and, from among them, a suitable one is selectively employed depending on kinds of the reducing agent. The reaction 
temperatures ranges from -20 to 1 50°C, especially preferably from 0 to 1 00°C, and the reaction time ranges from about 
1 to 24 hours. 

An optically active compound of the compound (III-2) can be produced from the compound (XIII-1 ) in accordance 
with averse known asymmetric reduction, as exemplified by asymmetric reduction of ketone to alcohol by using baker's 

25 yeast; asymmetric reduction of ketone to alcohol by using optically actjve-OIOP/[Rh(COD)CI 2 l2Ph 2 SiH 2 ; asymmetric 
reduction of ketone to alcohol by asymmetric hydrogenation using chiral catalyst [(Cinchonidine, Pt-Al 2 0 3 ), (Quinidine, 
PNAI^q), (Cinchonidine, Pt-Al 2 0 3 ), (optically active-BINAP, RuCyetc.]. An optically active compound of the com- 
pound (XXI I) can be produced by optical resolution based on theory of rate process by a perse known enzyme reaction. 
For example, a racemate of the compound (I II -2) is allowed to react in toluene in the presence of vinyl acetate and 

30 lipase to produce an optically active compound of the compound (XXII). 

Among the compounds represented by the general formula (IX-6) referred to in Method O, the compound (IX-9) 
can be derived from the carbonyl derivative (VI I -3) in accordance with Method P. 
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R- (CH 2 ) n -iH(^J-illCH 2 CH 2 C00R s 
^^^^ (IX-9) 

wherein each symbol is of the same meaning as defined above. 

In this method, firstly, a carbonyl derivative (VI I -3) is allowed to react with a phosphonoacetic acid derivative (VIII- 
2) to produce an unsaturated ester derivative (IX-7). The reaction of (VI I -3) with (VII I -2) is conducted in substantially 
the same manner as in the reaction of the compound (VIM) with the compound (VIII-1) in Method G. Then, the com- 
pound (IX-7) is processed in substantially the same manner as in the catalytic reduction of the compound (11-1) in 
Method G to produce the compound (IX-8). Further, the compound (IX-8) is processed in substantially the same manner 
as in the reduction of the compound (IX-1) in Method G to produce an alcohol derivative (X-4). The alcohol derivative 
(X-4) is subjected to a£er se known reaction, for example, chlorination with thbnyl chloride, brominatton with phos- 
phorus tribromide or mesylation with methanesulfonyl chloride to produce compounds of the formula (XXV) in which 
Q is CI, Br and OS0 2 CH 3 , respectively. The compound (XXV) is led to a compound represented by the formula (XXVI) 
by allowing to react with potassium cyanide or sodium cyanide in a suitable solvent. Examples of the solvent include 
aromatic hydrocarbons such as benzene, toluene and xylene; ethers such as dioxane, tetrahydrofuran and dimethox- 
yethane; alcohols such as methanol, ethanol and propanol; N.N-dimehtylformamide, dimethyl sulfoxide, chloroform, 
dichtoromethane, 1 ,2-dichloroethane, t , 1 ,2,2-tetrachloroethane, acetone, 2-butanone and a suitable mixture of these 
solvents. The amount of potassium cyanide or sodium cyanide is preferably in the range from 1 to 5 molar equivalents 
relative to the compound (XXV). This reaction is conducted usually at temperatures ranging from 0 to 1 50° C, preferably 
from about 20 to 100°C. The reaction time ranges from 0.5 to 30 hours. Then, the compound (XXVI) is subjected to 
hydrolysis to produce a carboxylic acid derivative (XXVI I). This hydrolysis is conducted preferably in an aqueous solvent 
in the presence of potassium hydroxide or sodium hydroxide. The carboxylic acid derivative (XXVII) is processed in 
substantially the same manner as in the esterification of the compound (XI) in Method I to produce the compound (I X-9). 

The ester derivative (IX-9) can be isolated and purified by a known separating and purifying means such as con- 
centration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, phasic transfer, 
chromatography or the like. 

The starting compound (II) in Method A, the starting compound (IV) in Method D, the starting compound (VI 1-1) in 
Method G and Method J, the starting compound (VII-2) and the compound (XIII) in Method I, the starting compound 
(IX- 3) in Method K, the starling compound (IX-6) in Method O, the starting compound (VI 1-3) in Method R and the like 
can be produced also by Method Q. 



55 



23 



Method Q 



EP 0 710 659 A1 



5 LE+ F 8-(Y).-(CH 2 ) n -iH-0H (XXIX) 

HO^ 5 ^ 

(XXVIII) 

10 gt 

B-(V) B -(CH 2 ) n -CH- 
(XXX) 

1S wherein F stands for -A-CHO, -A-CH(B) 2 , -0(^=0, -A2-CHO, -A 3 -CH 2 CH 2 COOR 6 , -AT-COOR 6 or -A-CH 2 COOR 5 , 

and other symbols are of the same meaning as defined above. 

In this method, the compound (XXVI II) is allowed to react with the compound (XXIX) to produce the compound 

(XXX). This method is carried out in accordance with ap_er se known Mitsunobu reaction. 

This reaction is carried out preferably in a solvent in the presence of triphenylphosphine and diethylazedicarbox- 
20 ylate. Examples of the solvent include aromatic hydrocarbons such as benzene, toluene and xylene; ethers such as 

ethylether, isopropylether, dioxaneand tetrahydrofuran; habgenated hydrocarbons such chloroform, dichloromethane 

and 1 , 1 ,2,2-tetrachloroethane; and a suitable mixture of these solvents. The amount of triphenylphosphine and diethyl- 

azodicarboxylate is preferably in the range from 1 to 5 molar equivalents relative to the compound (XXVIII) respectively, 

and the amount of the compound (XXIX) is preferably in the range from 1 to 2 molar equivalents relative to the compound 
25 (XXVIII). This reaction is conducted usually at temperatures ranging from -50 to 100°C, preferably from about -30 to 

80°C. The reaction time ranges from 0.5 to 50 hours. 

The compound (XXX) thus obtained can be isolated and purified by a known separating and purifying means such 

as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, phasic 

transfer, chromatography or the like. 
30 The starting compound (V) in Method E can be produced by, for example Method R, Method S and Method T 

described below. 

Method R 
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wherein each symbol is of the same meaning as defined above. 

In this method, the benzyl compound (I-C4) produced in accordance with Method A, Method B, Method D or Method 
N is subjected to a reaction for elimination of benzyl group to produce the compound (V-1). This method is carried out 
50 in substantially the same manner as in Method C. 

The compound (V-1 ) thus obtained can be isolated and purified by a known separating and purifying means such 
as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, phasic 
transfer, chromatography or the like. 
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M 



30 



40 



45 



SO 



(CH 3 ) I CH0 / ^ ^ m 
(I-C5) 0 

(V) o 

75 

wherein each symbol is of the same meaning as defined above. 

In this method, the isopropyl compound (I-C5) produced in accordance with Method A, Method B, Method C, 
Method D or Method N is subjected to a reaction for elimination of isopropyl group to produce the compound (V). 

This reaction is carried out by processing in a solvent with titanium tetrachloride, titanium trichloride, boron trichlo- 
20 ride, silicon tetrachloride or the like. Examples of the solvent include halogenated hydrocarbons such as carbon tetra- 
chloride, chloroform, dichloromethane, 1 ,1 ,2,2-tetrachloroethane; acetonitrile and a suitable mixture of these solvents. 
The amount of titanium tetrachloride, titanium trichloride, boron trichloride, silicon tetrachloride or the like is preferably 
in the range from 1 to 6 molar equivalents relative to one isopropoxy group in the compound (I-C5). This reaction is 
conducted usually at temperatures ranging from -Q0 to 100°C, preferably from about -50 to 80°C. The reaction time 
25 ranges from 0.5 to 50 hours. The reaction is carried out in substantially the same manner as in Method C. 

The compound (V) thus obtained can be isolated and purified by a known separating and purifying means such 
as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, phasic 
transfer, chromatography or the like. 



Method T 



In this method, the compound produced in accordance with Method A, Method B, Method C, Method D, Method 
E, Method F or Method N and having methoxy group as a substituent in ring E, is subjected to a reaction for elimination 
of methyl group to produce the phenol derivative. This reaction is carried out in a solvent by a reaction with alky I 
^ mercaptans such as ethyl mercaptan and dodeca mercaptan in the presence of aluminum chloride. Examples of the 
solvent include aromatic hydrocarbons such as benzene, toluene and xylene; ethers such as ethylether, isopropyl 
ether, dioxane and tetrahydrofuran; halogenated hydrocarbons such as chloroform, dichloromethane and 1 ,t ,2,2-tet- 
rachloroethane; and a suitable mixture of these solvents. The amount of aluminum chloride is preferably in the range 
from 5 to 20 molar equivalents relative to the methoxy derivative, and the amount of titanium tetrachloride is preferably 
in the range from 5 to 20 molar equivalents relative to the methoxy derivative. This reaction is conducted usually at 
temperatures ranging from -80 to 100°C, preferably from about -50 to 50°C. The reaction time ranges from 0.5 to 50 
hours. 

The phenol derivative thus obtained can be isolated and purified by a known separating and purifying means such 
as concentration, concentration under reduced pressure, solvent extraction, crystallization, recrystallization, phasic 
transfer, chromatography or the like. 

The compound (I) of this invention or salts thereof possess excellent hypoglycemic and hypolipidemic activities. 
Experimental data supporting these activities are as follows. 



Experimental Example 

Hypoglycemic and hypolipidemic actions in mice 



A test compound mixed in a powdery feed (CE-2, Clea Japan Inc.) at a rate of 0.005% was fed to KKAX mice (9-1 4 
week old) freely for 4 days. During the period, the animals were allowed to access freely to water. Blood was collected 
£5 from the orbital venous plexus. Using the plasma, glucose and triglyceride were enzymaticalty determined quantitatively 
by using latrochem-GLU (A) and latro-MA701 TG kit (latron Laboratories Inc.). The respective values are percents 
reduction (%) found in drug-dosed groups from the control group not receiving the test compound, which are shown 
in Table 1 . 
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Table 1 



Compound (W. Ex. No.) 


Hypoglycemic Action (%) 


Triglyceride-lowering Action (%) 


5 


43 


72 


15 


51 


47 


17 


61 


75 


22 


57 


56 



15 



As 6hown above, oxazolidinedione derivatives (I) of the present invention exhibit excellent hypoglycemic and hy- 
polipidemic actions in model mice suffering from noninsulin-dependent diabetes mellitus, and are pharmaceutical ly 
useful as therapeutic agents for diabetes, hyperlipemia and hypertension, among others. 

The following working examples, formulation examples and reference examples are merely intended to illustrate 
the present invention in further detail but should by no means be construed as defining the scope of the invention. 



Working Example 1 



20 



25 



A mixture of 3-methoxy-4-(2-phenyl-4-oxazolylmethoxy)cinnamaklehyde (5.5 g), 2,4-oxazolidinedione (6.7 g), pip- 
eridine (1.4 g) and acetic acid (120 ml) was stirred for three days under reflux. The reaction mixture was cooled, and 
resulting crystalline precipitate was collected by filtration, which was washed with water, ethanol and isopropyl ether, 
successively to give 5^3-methoxy^-(2-phenyM^xazolylmethoxy)cinnamylidene]-2,4-oxazolidinedione (2.9 g, 43%), 
which was recrystallized from chloroform-methanol to afford yellow needles, m.p.227-22B°C Working Examples 2 to 4 

In substantially the same manner as in Working Example 1 , compounds set forth in Table 2 were produced. 

Table 2 



30 



3S 



40 



45 



Ho. of 
H. Em. 



ro-P* RecrystallizaHon 
(X) solvent 



(ca a )«ca- 



CBa- 



211-212 



• •tlintMlllMi 



CHi- 



226-227 



4 0*?Ch! CH,C1,- 240-242 



chloroform* 
methanol 

ethyl acetate- 
hexane 



dlchloromethane- 
methanol 



so Working Example 5 



A mixture of 543^ethoxy^-(2^henyl-4-axazolylmeth^ (1.0 g), platinum 

oxide (PtOg) (0. 2 g) and tetrahydrof uran (THF)-acetic acid (4: 1 , 1 90 ml) was subjected to catalytic hydrogenation under 
1 atmospheric pressure at room temperature. The catalyst was filtered off, and the filtrate was concentrated under 
56 reduced pressure. The concentrate was dissolved in chloroform, which was washed with water, a saturated aqueous 
solution of sodium hydrogencarbonate and water, successively, followed by drying (MgS0 4 ). The chloroform layer was 
concentrated under reduced pressure, and the concentrate was subjected column chromatography on silica gel. From 
the fraction eluted with chloroform-ethyl acetate (4: 1 ), 5-[3-{3-methoxy-4-(2-phenyl-4-oxazolylmethoxy)phenyl]propyl]- 
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2,4-oxazolidinedione (0.19 g, 19%) was obtained. Recrystallization of the product from ethyl acetate-hexane gave 
colorless prisms, m.p.134-135°C. 

Working Example 6 

5 

A mixture of 5-[3-methoxy-4-(2-phenyl-4-thiazotyImethc>xy)cinnamyN^ (0.76 g), palladi- 

um-carbon (5%, 1.0 g) and tetrahydrofuran (THF) (100 ml) was subjected to catalytic hydrogenation under 1 atmos- 
pheric pressure at room temperature. The catalyst was filtered off, and the filtrate was concentrated under reduced 
pressure. The concentrate was subjected to column chromatography on silica gel. From the fraction e luted with chlo- 
10 roform-ethyl acetate (4:1 ), 5-[3-[3-methoxy-4-(2-phenyl-4-thiazolylmethoxy)phenyl]propyl]-2,4-oxazolidinedione (0.25 
g, 32%) was obtained. Recrystallization of the product from ethyl acetate-hexane gave colorless prisms, m.p.96-97°C. 

Working Example 7 

is In substantially the same manner as in Working Example 6, 5-[3-ethoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy) 

cinnamylidene]-2,4-oxazolidinedione was subjected to catalytic hydrogenation to yield 5-[3-[3-ethoxy-4-(5-methyl- 
2-phenyl*4-oxazolylmethoxy)phenyl]propyl]-2,4-oxazolidinedione. The product was recry stall ized from dichlorometh- 
ane-ether to give colorless prisms, m.p.129-130°C. 

20 Working Example 8 

A mixture of 5-(4-isopropoxy-3-methoxycinnamylidene)-2,4-oxazolidinedione (7.1 g), palladium-carbon (5%, 7.1 
g) and tetrahydrofuran (THF) (150 ml) was subjected to catalytic hydrogenation under 1 atmospheric pressure at room 
temperature. The catalyst was tittered off, and the filtrate was concentrated under reduced pressure. The concentrate 
25 was subjected to column chromatography on silica gel. From the fraction eluted with chloroform-ethyl acetate (4: 1 ), 5- 
[3-(4-isopropoxy-3-methoxyphenyl)propyl]-2,4-oxazolidinedione (4.3 g, 60%) was obtained as an oily product. 
NMR (8 ppm in CDCI 3 ) : 1.35(6H,d,J=6Hz), 1.79-2.05(4H,m), 2.62(2H,t,J=7Hz), 3.84(3H,s), 4.47(1 H ( m), 4.84(1 H.dd, 
J=7&5Hz), 6.67(1 H,dd,J=8&2Hz). 6.69(1 H,s), 6.82(1 H,d,J=8Hz), 8.33(1 H,s). 

30 Working Example 9 

Sodium hydride (60% in oil, 0.32 g) was added, at 0°C, to a solution of 5-[3-(4-hydroxy-3-methoxyphenyl] propylj- 
2,4-oxazolidinedione (1.0 g) in N,N-dimethylformamide (DMF) (20 ml). The mixture was stirred for one hour at room 
temperature. To the reaction mixture was then added 4-chk>romethyl-2-[(E)-styryl]oxazole (0.87 g), which was stirred 
3S for 3.5 hours at 90° C. The reaction mixture was poured into water, which was acidified with 2N HCI, followed by ex- 
traction with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ) and concentrated under 
reduced pressure to yield 5-[343-methoxy^[2-[(E)-styryl]-4K>xazolylmethoxy]pheny0propyq-2,4-oxazolidinedione 
(1.1 g, 66%). The product was recry6tallized from ethyl acetate-hexane to give colorless prisms, m.p.178-179°C. 

40 Working Example 10 

In substantially the same manner as in Working Example 9, 5-[3-(4-hydroxy-3-methoxyphenyl)propyl]-2,4-oxazo- 
lidinedione was allowed to react with 4<hloromethyl-2-[(E)-styryl]thiazole to yield 5-(3-[3-methoxy-4-[2-[(E)-styrylI- 
4-thiazolylmethoxy]-phenyl]propyl]-2,4-oxazolidinedione. The product was recrystallized from chloroform-methanol to 
45 give colorless prisms, m.p.202-203°C. 

Working Example 11 

A mixture of 3-ethoxy-4-(2-phenyl-4-oxazolylmethoxy)cinnamaldehyde (3.0 g), 2,4oxazolidinedione (1 .7 g), pip- 
so eridine (0.73 g) and acetic acid (50 ml) was stirred for 24 hours under reflux. The reaction mixture was concentrated 
under reduced pressure, and resulting crystalline precipitate was collected by filtration. The filtrate was dissolved in 
ethyl acetate. The solution was successively washed with a saturated aqueous solution of sodium hydrogencarbonate, 
water, 1 N HCI and water, followed by drying (MgS0 4 ). The ethyl acetate layer was concentrated under reduced pres- 
sure. The concentrate was subjected to column chromatography on silica gel. From the fraction eluted with chloroform- 
55 methanol (50: 1 ), further crystals were collected, which were combined with the crystalline product obtained above and 
dissolved in tetrahydrofuran (THF) (100 ml). To the solution was added palladium-carbon (5%, 1.0 g), which was sub- 
jected to catalytic hydrogenation under 1 atmospheric pressure at room temperature. The catalyst was filtered off, and 
the filtrate was concentrated. The concentrate was subjected to column chromatography on silica gel. From the fraction 
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oluted with chloroform -methanol (50:1), 5-[3^3-ethoxy-4-(2^henyM<)xazolylmethoxy)pheny0propyf]-2,4K5xazolidin- 
edione was obtained, which was recrystallized from chloroform-ether to give colorless prisms, m.p.119-120°C. 

Working Example 12 

5 

In substantially the same manner as in Working Example 11, 4-[5-methyl-2-(2-naphthyl)-4-oxazolylmethoxy]- 

3- methoxycinnamaldehyde was condensed with 2,4-axazolidinedbne. The condensate was subjected to catalytic hy- 
drogenation to yield 5-{3-[4-[5-methyl-2-(2-naphthyl)-4-oxazoly (method 

one. The product was recrystallized from chloroform -methanolether to give colorless prisms, m.p.173-174 8 C. 

10 

Working Example 13 

In substantially the same manner as in Working Example 11, 4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-meth- 
oxycinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic hydrogen - 
*5 ation to yield 5-[3-[4-2-(24uryl)-5HTiethy1-4-oxazolylmetn^ The 
product was recrystallized from dichloromethane-ether to give colorless prisms, m.p.127-129°C. 

Working Example 14 

20 in substantially the same manner as in Working Example 11 , 3-isopropoxy-4-(5-methyl-2-phenyl-4-oxazolylmeth- 

oxy)cinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic hydrogen- 
ation to yield 5-[3-[3-isopropoxy^-(5-methyl-2-phenyl-4-oxazolylmetho)T7)phenyl]prcpyl]-2 ( 4^xazolidinedione ( which 
was recrystallized from ethyl acetate-hexane to give colorless needles, m.p. 120-1 21 °C. 

25 Working Example 15 

In substantially the same manner as in Working Example 11, (E,E)-5-{3-methoxy-4-(5-methyl-2-phenyl-4-oxazolyl- 
methoxy)phenyl]-2,4-p8ntadien-1-at was condensed with 2,4-oxazolidinedione. The condensate was subjected to cat- 
alytic hydrogenation to yield 5-[5-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]pentyl]-2 t 4-oxazolidin- 
30 edione. The product was recrystallized from dichloromethane-ether to give colorless prisms, m.p.114-115°C. 

Working Example 16 

In substantially the same manner as in Working Example 11, 4-(5-methyl-2-phenyl-4-oxazolylmethoxy)-3-propox- 
35 ycinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic hydrogenation 
to yield 5-[3-[4-(5-methyl-2-phenyl-4-oxazolylmethoxy)-^^ which was re- 

crystallized from ethyl acetate-ether to give colorless needles, m.p.119-120°C. 

Working Example 17 

40 

In substantially the same manner as in Working Example 11, 3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy) 
cinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic hydrogenation 
to yield 5-[3-[3-methoxy-4-(5-methyl-2-phenyl-4-cxaz^ which was re- 

crystallized from ethyl acetate-hexane to give colorless prisms, m.p.161-162°C Working Example 18 

45 A mixture of 2-[5-[3-methoxy-4-(5-methyl-2-pheny1-4-oxazolylmethoxy)phenyl]pentyl]-l , 3-dioxolan (3.6 g), 2,4-ox- 

azolidinedione (1.7 g), piperdine (0.72 g) and acetic acid (50 ml) was stirred for 16 hours under reflux. The reaction 
mixture was concentrated under reduced pressure, which was dissolved in ethyl acetate. The solution was successively 
washed with a saturated aqueous solution of sodium hydrogencarbonate, water, 1 N HCI and water, followed by drying 
(MgS0 4 ). The ethyl acetate layer was concentrated under reduced pressure, which was subjected to column chroma- 

50 tography on silica gel. From the fraction eluted with ch toroform-methanol (50: 1 ), was obtained 5-[6-[3-methoxy-4-(5-me- 
thyl-2-phenyl-4oxazolylmethoxy)phenyl]hexylidene]-2,4-oxazolidinedione as an oily product. The oily product was dis- 
solved in tetrahydrofuran (THF) (60 ml), to which was added palladium-carbon (5%, 1 .0 g). The mixture was subjected 
to catalytic hydrogenation under 1 atmospheric pressure at room temperature. The catalyst was filtered off, and the 
filtrate was concentrated under reduced pressure. The concentrate was subjected to column chromatography on silica 

55 gel. From the fraction eluted with chloroform-methanol (50:1), was obtained 5-[6-[3-methoxy-4-(5-methyl-2-pheny1- 

4- oxazoiytmethoxy)phenyl]hexyl]-2,4-oxazolidtnedione t which was recrystallized from ethyl acetate-isopropyl ether to 
give colorless prisms, m.p.113-117°C. 
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Working Example 19 

In substantially the same manner as in Working Example 18, 2-[6-[3-methoxy-4-(5-methyl-2-phe ny l-4-oxazolyl- 
methoxy)phenyl]hexyl]-1 ,3-dioxolan was condensed with 2,4-oxazolidinedione. The condensate was subjected to cat- 
5 alytic hydrogenation to yield S-p-p-methoxy^^S-methyl^-phenyl-A-oxazolylmethoxyJphenyllheptyQ^^-oxazolidin- 
edione, which was recrystallized from ethyl acetate-hexane to give colorless prisms, m.p. 109-111 °C. 

Working Example 20 

10 In substantially the same manner as in Working Example 18, 2-[3-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolyl- 

methoxy)phenyl]propyl]-1 , 3-dioxolan was condensed with 2,4-oxazolidinedione. The condensate was subjected to cat- 
alytic hydrogenation to yield 5-(4-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyllbutyl]-2,4K)xazolidine- 
dione, which was recrystallized from dichloromethane-isopropyl ether to give colorless prisms, m.p. 1 35-1 36°C. 

is Working Example 21 

A solution of titanium tetrachloride (TiCI 4 ) (1.1 g) in dichloromethane (5 ml) was added drop wise, at 0°C, to a 
solution of 5-[3-[3-isoprocoxy-4-(5-methyl-2-phenyM (0.7 g) in 

dichloromethane (25 ml). The mixture was stirred for one hour at room temperature. The reaction mixture was poured 

?0 over 2N HQ, which was stirred for 1 5 minutes at room temperature. The organic layer was separated, and the aqueous 
layer was subjected to extraction with chloroform. The organic layer combined was and successively washed with 
water, 2N HCI and water, which was dried (MgS0 4 ) and concentrated. The concentrate was subjected to column 
chromatography on silica gel. From the fraction eluted with chloroform-methanol (50: 1 ), was obtained 5-[3-{3-hydroxy- 
4-(5-methyl-2-phenyM-oxazolylmethoxy)phenyl]propyq-2,4-oxazolidinedione (0.22 g, 34%), which was recrystallized 

25 from chloroform-methanol to give colorless prisms, m.p. 162-1 64° C. 

Working Example 22 

In substantially the same manner as in Working Example 11, 3-fluoro-4-(5-methyl-2-phenyl-4-oxazolyl methoxy) 
30 cinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic reduction to 
yield 5-[3-[3-fluoro-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]propyll-2,4-oxazolidinedione, which was recrys- 
tallized from dichloromethane-methanol to give colorless prisms, m.p. 180-181 °C. 

Working Example 23 

36 

In substantially the same manner as in Working Example 1 1 , 4-methoxy-3-(5-methyl-2-phenyl-4-oxazolylmethoxy) 
cinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic reduction to 
yield 5-[3-[4-methoxy-3-(5-methyl-2-phenyl-4-oxazotylmethoxy)phenyl]propyl]-2,4-oxazolidinedione t which was re- 
crystallized from chloroform-methanol to give colorless prisms, m.p. 185-1 87° C. 

40 

Working Example 24 

To a solution of methyl (R)-(+)-2-rarbamoyloxy-5-[4-{2-(2-furyl)-5-me^ 
pentanoate (2.92 g) in chloroform (100 ml) was added dropwise, at temperature ranging from -5 to 0°C, 1 ,8-diazabicyclo 
45 [5.4 0]-7-undecene (DBU) (1 .54 g). The mixture was stirred for one hour at the same temperature range. The reaction 
mixture was washed with 2N HCI and water, which was then dried (MgS0 4 ) and concentrated to yield (R)-(+)-5-[3-[4- 
[2-(2-fury0"5-methyl-4-oxazorylmethoxy]-3-methoxyphenyl]propy1]-2,4-oxazolidinedione (2.46 g, 91%), which was re- 
crystallized from acetone-isopropyl ether to give colorless needles, m.p. 1 22-1 23°C. [a] D +39.4° (c=0. 495, CHCI3). 

so Working Example 25 

In substantially the same manner as in Working Example 24, (S)-(-)-5-[3-[4-[2-(2-furyl)-5-methyl-4-oxazolylmeth- 
oxy]-3-methoxyphenyl]propyl]-2 ( 4-oxazolidinedione was obtained from methyl (S)-(-)-2-carbamoyloxy-5-[4-[2-(2-fur- 
yl)-5-methyl-4-oxazolylmethoxy]-3-methoxyphenyl]pentanoate. The product was recrystallized from acetonensopropyl 
ss ether to give colorless needles, m.p. 1 22-1 23°C. [ct] D -39.8° (c=0. 500, CHCI 3 ). 
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Working Example 26 

In substantially the same manner as in Working Example 9, 5-[2-(4-hydroxy-3-methoxyphenyl)ethyl]-2,4-oxazoii- 
dinedione was reacted with 4-chloromethyl-5-methyl-2-phenyloxazole to obtain 5-[2-[4-(5-methyl-2-phenyl-4-oxazolyl- 
methoxy)-3-methoxyphenyl]ethyl]-2,4-oxazolidinedione, which was recrystallized from ethyl acetate-chloroform to give 
colorless prisms, m.p.194-195°C. 

Working Example 27 

In substantially the same manner as in Working Example 9, 5-[3-(4-hydroxy-3-methoxyphenyl)propyl]-2,4-oxazo- 
lidinedione was reacted with 4-bromoacetyl-5-methyl-2-phenyloxazole to obtain 5-[3-[3-methoxy-4-[2-(5-methyl-2-phe- 
nyl-4-oxazolyl)-2-oxoethoxy] phenyl ]propyl]-2,4-oxazolidinedione as an oily product. 

NMR(5ppm in CDCI 3 ): 1. 7-2.1 5(4H,m). 2.63(2H,t,J=7Hz), 2.73(3H,s), 3.9t(3H ( s), 4.85(1 H,dd,J=6.5&5Hz), 5.43(2H, 
s), 6.65(1 H,dd,J=8&2Hz), 6.73(1 H,d t J=2Hz), 6.79(1 H,d,J=8Hz), 7.45-7.55(3H,m), 7.95(1H,br s), 8.0-8. 1(2H,m). 

Working Example 28 

Sodium borohydride (0.045 g) wa6 added portionwise, at room temperature, to a solution of 5-[3-[3-methoxy-4-[2- 
(5-methyl-2-phenyl-4-oxazolyl)-2-oxoethoxy]phenyl)propyl]-2,4-oxazolidinedione (0.37 g) in tetrahydrofuran (THF) (5 
ml)-ethanol (5 ml). The mixture was stirred for 2 hours at room temperature. The reaction mixture was poured into 
water, which was acidified with 2N HCI, followed by extraction with ethyl acetate. The ethyl acetate layer was washed 
with water, dried (MgS0 4 ), followed by distilling off the solvent. The residual oily product was subjected to column 
chromatography on silica gel. From the fraction eluted with chbroform -methanol (100:1, v/v), was obtained 5-[3-[4- 
[2-hydroxy-2-(5-methyl-2-pheny1-4-oxazolyl)emoxy]-3-m^ (0.31 g, 83%), 

which was recrystallized from acetone-isopropyl ether to give colorless prisms, m.p.151-152°C. 

Working Example 29 

In substantially the same manner as in Working Example 11, 3-methoxy-4-[1-(5-methyl-2-phenyl-4-oxazolyl) 
ethoxyjcinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic hydro- 
genation to yield 5-[3-[3-methoxy-4-[1 -(5-methyl-2-phenyl-4-oxazolyl)ethoxy]phenyl]propyl]-2,4-oxazolidinedione. 
NMR(6 ppm in CDCI 3 ): 1.73(3H,d,J=6.5Hz), 1.7-2.1(4H,m), 2.28(3H,s), 2.59(2H,t,J=7Hz), 3.85(3H,s). 4.82(1H ( dd, 
J=7&4.5Hz), 5.32(1H,q,J=6.5Hz), 6.59(1 H,dd,J=8&2Hz), 6.68(1 H,d,J=2Hz). 6.78(IH ( d,J=8Hz), 7.35-7.5(3H,m), 
7.95-8.1 (2H,m), 8.66(1 H.br s). 

Working Example 30 

A mixture of 5-{3-[3-methoxy-4-[2-[(E)-styryl]-4-oxazolylmeth^ (0.64 g) t 

paradium-carbon (5%, 1.3 g) and tetrahydrofuran (THF) (35 ml) was subjected to catalytic hydrogenation under 1 
atmospheric pressure at room temperature. The catalyst was filtered off, and the filtrate was concentrated under re- 
duced pressure to yield 5-[3-[3-methoxy^-[2-(2-phenylethyl)^-axazolylm^ 

(0.43 g, 67%). The product was recrystallized from ethyl acetate-hexane to give colorless needles, m.p.122-l23°C. 
Working Example 31 

In substantially the same manner as in Working Example 30, 5-{3-[3-methoxy-4-[2-[(E)-styn/l]-4-thiazolylmethoxy] 
phenyf]propyl]-2,4-oxazolidinedione was subjected to catalytic hydrogenation under 1 atmospheric pressure at room 
temperature to yield 5^3-[3-methoxy-442-(2-phenylethyl)-4-ft^ 

The product was recrystallized from ethyl acetate-hexane to give colorless needles, m.p. 1 36-1 37°C. Working Example 
32 

In substantially the same manner as in Working Example 9, 5-[3-(4-hydroxy-3-methoxyphenyl)propyl]-2,4-oxazo- 
lidinedione was reacted with 4-chloromethyl-5-methyi-2-phenylthiazole to obtain 5-[3-[3-methoxy-4-(5-methyl-2-phe- 
nyl-4-thiazolylmethoxy]phenyQpropyl]-2,4-oxazolidinedione, which was recrystallized from ethyl acetate-chloroform to 
give colorless prisms, m.p. 128-1 29° C. 

Working Example 33 

In substantially the same manner as in Working Example 9, 5-[3-(4-hydroxy-3-methoxyphenyl)propyl]-2,4-oxazo- 
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lidinedione was reacted with 5-chloromethyl-3-phenyl-1,2 ( 4-oxadiazole to obtain 5-[3-[3-methoxy-4-(3-phenyl- 
1 ^^-oxadiazol-S-ylmethoxyJphenyOpropylJ^.A-oxazolidinedione, which was recrystallized from ethyl acetate-hexane 
to give colorless prisms, m.p.ll0-1ll°C. Working Example 34 

A mxiture ot ethyl 6-(4-benzyloxy-3-methoxyphenyl)-2-hydroxyhexanoate (15.22 g), potassium cyanate (KCNO) 
(13.26 g) and butanol (180 ml) was stirred for 72 hours under reflux. The reaction mixture was concentrated under 
reduced pressure. The residue was poured into water, which was acidified with 2N HCI, followed by extraction with 
ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ), followed by distilling off the solvent. The 
residual oily product was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate- 
hexane (1:1, v/v), was obtained 5-[4-(4-ben2ybxy-3-methoxyphenyl)butyl]-2,4-oxazolidinedione (11 .22 g, 74%), which 
was recrystallized from ethyl acetate-hexane to give colorless prisms, m.p.92-93°C. 

Working Example 35 

In substantially the same manner as in Working Example 9, 5-[4-(4-hydroxy-3-methoxyphenyl)butyl]-2,4-oxazoli- 
dinedione was reacted with 4-chloromethyl-5-methyl-2-[(E)-styryl]oxazole to obtain 5-[4-[3-methoxy-4-[2-[(E)-styryl]- 
4-oxazolytmethoxy]phenyl]butyl]-2 ) 4-oxazoNdinedione, which was recrystallized from ethyl acetate-hexane to give 
colorless prisms, m.p.171-172°C. Working Example 36 

In substantially the same manner as in Working Example 9, 5-[4-(4-hydroxy-3-methoxyphenyl)butyl]-2,4-oxazoli- 
dinedione wa6 reacted with 4-chloromethyl-5-methyl-2-[{E)-styrylJthiazole to obtain 5-[4-[3-methoxy-4-[2-[(E)-styryl]- 
4-thiazolylmethoxy]phenyl]butyl]-2,4-oxazolidinedione, which was recrystallized from ethyl acetate-hexane to give 
colorless prisms, m.p.167-168°C. 

Working Example 37 

In substantially the same manner as in Working Example 34, ethyl 4-(4-benzyloxy-3-ethoxyphenyl)-2-hydroxybu- 
tanoate was reacted with potassium cyanate (KCNO) to obtain 5-[2-(4-benzyloxy-3-ethoxyphenyl)ethyl]-2,4-oxazolid- 
inedione, which was recrystallized from ethyl acetate-hexane to give colorless prisms, m.p.143-144°C. 

Working Example 38 

In substantially the same manner as in Working Example 34, ethyl 4-(3-benzyloxy-4-methoxyphenyl)-2-hydroxyb- 
utanoate was reacted with potassium cyanate (KCNO) to obtain 5-[2-(3-benzyloxy-4-methoxyphenyl)ethyl]-2,4-oxazo- 
lidinedione as an oily product. 

NMR(5 ppm in CDCI 3 ): 1.95-2.25(2H,m), 2.59-2.84(2H,m), 3.87(3H,s), 4.58(1 H,dd,J=8.2&4.8Hz), 5.15(2H,s), 
6.72-6.86(3H,m), 7.26-7.45(5H,m), 8.52(1H,br a). 

Working Example 39 

In substantially the same manner as in Working Example 9, 5-[4-(4-hydroxy-3-methoxyphenyl)butyl]-2,4-oxazoli- 
dinedione was reacted with 4-chtoromethyl-2-[(E)-2-(2-naphthyl)ethyl]oxazole to obtain 5-[4-{3-methoxy-4-[2-[(E)-2- 
(2-naphthyl)ethenyl]-4-oxazolylmethoxy]phenyt]butyl]-2,4"Oxazolidinedione l which was recrystallized from ethyl ace- 
tate-hexane to give colorless prisms, m.p.169-170°C. 

Working Example 40 

In substantially the same manner as in Working Example 1 , 4-b en zyloxy-3,5-dimethoxyc inn am aldehyde was con- 
densed with 2, 4-oxazo lidinedione to obtain 5-[3-(4-benzyloxy-3,5-dimethoxy)cinnamilidene]-2,4-oxazolidinedione, 
which was recrystallized from ethyl acetate-hexane to give yellow prisms, m.p.181-182°C. 

Working Example 41 

In substantially the same manner as in Working Example 9, 5-[3-(4-hydroxy-3,5-dimethoxyphenyl)propyl]-2,4-ox- 
azolidinedione was reacted with 4-chloromethyl^5-methyl-2-[(E)-styryl}oxazole to obtain 5-[3-[3,5-dimethoxy-4-(2-[(E)- 
styryl]-4-oxazolylmethoxy]phenylJpropyl]-2 ( 4oxazolidinedione ( which was recrystallized from ethyl acetate-hexane to 
give colorless prisms, m.p.94-95°C. 
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Working Example 42 

1-Dodecanethiol (2.37 g) was added, at 0°C, to a suspension of aluminum chloride (1.56 g) in dichloromethane 
(30 ml), which was stirred for 10 minutes. To the mixture, was added dropwise, at the same temperature, a solution of 

5 5-[3-[4-[2-furyl)-5-methyl-4-oxazotylmethoxy]-^^ (0.5 g) in dichlorometh- 

ane (10 ml). The reaction mixture was stirred for 2 hours at room temperature, poured into ice-water, followed by 
extraction with dichloromethane. The dichloromethane layer was washed with water, dried (MgS0 4 ), followed by dis- 
tilling off the solvent. The residual oily product was subjected to column chromatography on silica gel. From the fraction 
eluted with ethyl acetate-chloroform (1:3, v/v), was obtained 5-[3-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-hydrox- 

10 yphenyl]propyl]-2,4-oxazolidinedione (0.21 g, 43%), which was recrystallized from dichloromethane-methanol to give 
colorless prisms, m. p. 152-1 53° C. 

Working Example 43 

*5 in substantially the same manner as in Working Example 11, 3-fluoro-4-[2-{N-m ethyl -N-(2-pyridyl)amino]ethoxy] 

cinnamaldehyde was condensed with 2,4-oxazolidinedione. The condensate was subjected to catalytic hydrogenation 
to yield 5-[3-[3-fluoro-4-[2-[N-methy l-N-(2-pyridyl)amino]ethoxy]phenyl]propyl-2,4-oxazolidinedione, which was recrys- 
tallized from ethyl acetate-hexane to give colorless prisms, m.p.l24-125°C. 

20 Formulation Example 1 (Preparation of tablets) 





(1) 5-(3-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolyl methcxy)phenyllpropyl]- 


10 g 




2,4-oxazolidinedione (compound produced in Working Example 17) 




25 


(2) lactose 


50 g 




(3) com starch 


15g 




(4) carboxymethylcellulose calcium 


44g 




(5) magnesium stearate 


1 9 


30 




1000 tablets 120g 



The whole amounts of (1 ), (2) and (3), and 30 g of (4) were kneaded with water, which was subjected to vacuum 
drying, followed by granulation. Thus - granulated powder was mixed with 14 g of (4) and 1 gof (5), followed by tableting 
using a tableting machine to prepare 1000 tablets containing 10 mg of (1 ) per tablet. 

35 

Formulation Example 2 (Preparation of tablets) 



(1 ) 5-{3-[3-fluoro-4-(5-methyl-2-phenyl-4-oxazoylmethoxy)phenyl]propyl]- 


30g 


2,4-oxazolidinedione (compound produced in Working Example 22) 




(2) lactose 


50g 


(3) com starch 


15g 


(4) carboxymethylcellulose calcium 


44g 


(5) magnesium stearate 


1 g 




1000 tablets 140g 



The whole amounts of (1), (2) and (3), and 30 g of (4) were kneaded with water, which was subjected to vacuum 
drying, followed by granulation. Thus - granulated powder was mixed with 14 g of (4) and 1 g of (5), which was tableted 
by using a tableting machine to prepare 1000 tablets containing 30 mg of (1 ) per tablet. 



Reference Example 1 

A m ixture of cinnamamide (25. 3 g) and 1 , 3-dichloroacetone (20.9 g) was heated for one hour at 1 30°C. The reaction 
mixture was poured into water, which was neutralized with potassium carbonate, followed by extraction with ethyl 
acetate. The ethyl acetate layer wa6 washed with water, dried (MgS0 4 ) and concentrated. The concentrate was purified 
by column chromatography on silica gel. From the fraction eluted with ether-hexane (1:5, v/v), was obtained 4-chlo- 
romethyl-2-{(E)-styryl] oxazole (16.9 g, 47%), which was recrystallized from ether-hexane to yield colorless needless, 
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m.p.72-73°C. 
Reference Example 2 

A mixture of thiocinnamamide (11 .7 g) ( 1 ,3-dichloro- acetone (9.1 g) and ethanol (145 ml) was stirred for one hour 
under reflux. The reaction mixture was poured into ice-water, which was neutralized with potassium carbonate, followed 
by extraction with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ) and concentrated. The 
concentrate was purified by means of column chromatography on silica gel. From the fraction eluted with ether-hexane 
(1:6, v/v), was obtained 4-chloromethyl-2-[(E)-styryl]thiazole (9.4 g, 56%), which was recrystallized from ether-hexane 
to yield colorless plates, m.p.88-89°C. 

Reference Example 3 

A mixture of 4-chloromethyl-2-phenyloxazole (10.0 g), vaniline (7.9 g), potassium carbonate (8.6 g) and N,N- 
dimethylformamide (DMF) (90 ml) was stirred for 2 hours at 10C*C. The reaction mixture was poured into ice-water. 
Resulting crystalline precipitate was collected by filtration, which was dissolved in chloroform (400 ml). The chloroform 
layer was washed with water, dried (MgSO^ and concentrated. Residual crystalline product was collected by filtration 
to yield 3-methoxy-4-(2-phenyl-4oxazolylmethoxy)benzaldehyde (15.4 g, 97%), which was recrystallized from ethyl 
acetate-hexane to give colorless prisms, m.p.119-120°C. 

Reference Examples 4 to 12 

In substantially the same manner as in Reference Example 3, compounds set forth in Table 3 were produced. 
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Table 3 

c- 

A 



No. of 

R. Ex 



m.p. 
0C) 



Re crystallization 
solvent 



<CB,)»CB- 



ca s - 



CB,- 



C,H.- 



ethyl acetate- 
83—84 hexane 



oil 



dlchloromcthanc- 
107 — 108 isoprapyl ether 



8 



10 



••••••••••• 



11 



12 



©VS.' 



CH,- 



156-157 



dichloromettia ne- 
ether 



i4i no didiloromcthane- 
131 - 132 ethyl acetate 



<CB,),CE- 127-128 elhyf acctale 



ethyl acctate- 

CH,CBtCat- 109-110 hexane 



C.B.- 



dicMoromethane- 
142-143 ether 



CBi- 



ethyf acctate- 
126-127 hexane 



»' b.o. : 122-124TC/0.2* 



Reference Example 13 

Sodium hydride (60% in oil. 1.93 g) was added portionwise, at 0°C, to a solution of triethyl phosphonoacetate 
(10.81 g) and 3-methoxy-4-(2-phenyl-4-oxazolylmethoxy)benzaldehyde (14.62 g) in N.N-dimethylformamide (DMF) 
(230 ml). The mixture was stirred for one hour at room temperature. The reaction mixture was poured into ice-water, 
which was subjected to extraction with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ) 
and concentrated to yield ethyl 3-methoxy-4-(2-phenyl-4-oxazotylmethoxy)cinnamate (17.24 g, 96%), which was re- 
crystallized from ethyl acetate-hexane to give colorless needles, m.p. 128-1 29°C. 
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Reference Examples 14 to 15 

In substantially the same manner as in Reference Example 13, compounds set forth in Table 4 were produced. 



Table 4 



No. of 
R Ex. 



14 



15 



Of,- 



(CH,)lCB- 



CB a - 



m *P* ReciystaHization 
(*C) solvent 



82- 93 



103-104 



ethyl acetate- 
hexane 



ethyl acelate- 
hexane 



Reference Example 16 

A methanol solution of sodium methoxide (28%, 3.4 g) was added dropwise to an ice-cooled solution of trimethyl 
phosphonoacetate (3.2 g) and 3-ethoxy-4-(2-phenyW-oxazolylmethoxy)benzaldehyde (5.1 g) in N,N-dimethylforma- 
mide (DMF) (30 ml). The mixture was stirred for 5 minutes under ice-cooling, then for 4 hours at room temperature. 
The reaction mixture was poured into ice-water, which was subjected to extraction with ethyl acetate. The ethyl acetate 
layer was washed with water, dried (MgS0 4 ) and concentrated to yield methyl 3-ethoxy-4-(2-pheny1-4-oxazolylmeth- 
oxy)cinnamate (5.5 g, 91%), which was recrystallized from chloroform-ether to give colorless prisms, m.p. 125-126'C. 

Reference Examples 17 to 22 

In substantially the same manner as in Reference Example 16, compounds set forth in Table 5 were produced. 



35 



EP0 7106S9A1 



Table 5 

c- 



km;*; 



No. of 
R. Ex. 



m.p. 

(X) 



Recrystallization 
solvent 



17 



18 



19 



20 



21 



" l6Z ether 



CB,- 



129-130 JE?— 8 



(CHO.CH- 125-128 2£ ,,ceU,t ^ 



ClaCBtCRt— 118-119 *** 8Ceta,e 



dichlorometttane- 
121—122 Isopropyl ether 



22 



Reference Example 23 

In substantially the same manner as in Reference Example 16, 3-methoxy-4-(5-methyl-2-phenyl-4-oxa20fylmeth- 
oxy)cinnamaldehyde was allowed to react with trimethyl phosphonoacetate to produce methyl (E,E)-5-[3-methoxy-4- 
(5-methyl-2-phenyl-4oxazolylmethoxy)phenyl]-2 t 4-pentadienoate, which was recrystallized from ethyl acetate to give 
colorless prisms, m.p. 1 66-1 67°C. 

Reference Example 24 

A toluene solution of diisobutylaluminum hydride (1 .5M, 72.2 ml) was added dropwise, at 0°C, to a solution of ethyl 
3-methoxy-4-(2-phenyl-4-oxazolylmethoxy)cinnamate (16.4 g) in tetrahydrofuran (THF) (240 ml). The mixture was 
stirred for 2 hours at room temperature, to which was added, under ice-cooling, methanol (7 ml). The reaction mixture 
was poured into 2N HCI (600 ml), which was subjected to extraction with ethyl acetate. The ethyl acetate layer was 
washed with water, dried (MgS0 4 ) and concentrated to yield (E)-3-[3-methoxy-4-(2-phenyl-4-oxazolylmethoxy)phenyl]- 
2-propen-1-ol (14.4 g, 98%), which was recrystallized from ethyl acetate-hexane to give colorless needles, m.p. 
113-114'C Reference Examples 25 to 32 

In substantially the same manner as in Reference Example 24, compounds set forth in Table 6 were produced. 

Table 6 
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No. of 
a Ex 



A C mp " Reaystalllzadon 

solvent 

2 6 <YV C«i»- 120-121 e*M«ecl"te- 

^1 w ether 

27 jJJ^VSl CB, ~ 149- 15Q chloroform- 



28 CI '" ia - 1M - ^°'° me0 "" e " 

29 rtVa! (M>)iCa- IDS— 109 'Ji*'" 1 "'" 



30 £^S?Th! Ca,CBiCH,- 12?- 128 «** >cctale- 



31 c *~ 151-153 tXZT"* 

32 cS^' _ 137-1M 



ether 



Reference Example 33 

In substantially the same manner as in Reference Example 24, methyl (E,E)-5-[3-methoxy-4-(5-methyr-2-phenyl- 
4oxazotylm9thoxy)phenyl]-2 1 4-pentadienoate was subjected to reduction with diisobutylaluminum hydride to yield (E, 
EJ-S-p^ethoxy^-tS^nethyl^-phenyl^-oxazolylmethoxyJphenyll^^-pentadien-l-ol, which was recrystallized from 
ethyl acetate to give colorless needles, m p. 149-15TC. 

Reference Example 34 

A solution of aluminum chloride (AICI 3 ) (6.1 g) in ether (70 ml) was added dropwise at 0°C to a suspension of 
lithium aluminum hydride (LiAIH 4 ) (6.4 g) in ether (270 ml). The mixture was stirred for 10 minutes at room temperature, 
to which was then added dropwise, at room temperature, a solution of ethyl 4-isopropoxy-3-methoxy cinnamate (35.4 
g) in ether-tetrahydrofuran (THF) (3:1 , 220 ml). The mixture was stirred for 2 hours at room temperature, to which were 
added dropwise, under ice-cooling, water (170 ml) and 6N H 2 S0 4 (230 ml). The organic layer was separated, and the 
aqueous layer was subjected to extraction with ether. The organic layers were combined, washed with water, dried 
(MgS0 4 ) and concentrated. The concentrate was subjected to column chromatography on silica gel. From the fraction 
eluted with ethyl acetate-hexane (1:2, wV), was obtained (E)-3-(4-isopropoxy-3-methoxyphenyl)-2-propen-1ol (27.0 
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g, 91%). 

NMR (5 ppm in CDCI 3 ) : 1.37(6H,d,J=6Hz), 1.52(1H,s), 
3.87(3H,s), 4.30(2H,dd ( J=6&1Hz), 4.52(1 H,m), 
6.24(1 H,dt,J=16&6Hz), 6.55(1 H,d,J=16Hz), 
6.83(1 H,d,J=8Hz) 1 6.90(1 H,dd,J=8&2Hz), 
6.94(1 H,d.J=2Hz). 

Reference Example 35 

Activated manganese dioxide (28.0 g) was added to a solution of (E)-3-[3-methoxy-4-(2-phenyl-4K>xazotylmeth- 
oxy)phenyl]-2-propen-1-ol (13.6 g) in chloroform (250 ml). The mixture was stirred for 8 hours at room temperature, 
which was subjected to filtration through a celite layer. The filtrate was concentrated to yield 3-methoxy-4-(2-phenyl- 
4-oxazolylmethoxy)cinnamaldehyde (1 1 ,8 g, 88%), which was recrystallized from ethyl acetate-hexane to give colorless 
needles, m.p.144-145°C. 

Reference Examples 36 to 44 

In substantially the same manner as in Reference Example 35, compounds set forth in Table 7 were produced. 
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Table 7 



No. of 

R. Ex. 



m.p. Recfystalllzatfon 
(y*) solvenl 



36 



38 



39 



40 



41 



42 



CHs- 



115—116 ethyl acetate- 
hexane 



3 7 (CH,),CH- 



CH,- 



CH,- 



93— 94 ethyl acetate- 
hexane 

14g— 149 chloroform- 
ether 



CBV- 



137— Igg dichlorornethane- 
hexane 

toe iae dichloromethane- 
hexane 



(CHf)tGe- 114-115 ethyl acetate- 
ether 



CHiCHsClj- 156-157 ethyl acetate 



43 



C.H.- 



172— ^chloromethane- 
elhy I acetate 



44 



CIj- 



153—160 ethyl acetate 



Reference Example 45 

In substantially the same manner as in Reference Example 35, (E,E)-5-[3-methoxy-4-(5-methyl-2-phenyl-4-oxa- 
zolylmethoxy)phenyl]-2,4-pentadien-1-ol was subjected to oxidation with activated manganese dioxide to yield (E,E)- 
5-[3-methoxy^-(5-methyl-2-phenyl-4-oxazolylmethoxy)phGnyl]-2 p 4-pentadien-1-al, which was recrystallized from 
ethyl acetate to give colorless needles, m.p. 1 33-1 34°C. 

Reference Example 46 

A solution of titanium tetrachloride (TtCI 4 ) (10.6 g) in dichloromethane (10 ml) was added drop wise, at 0°C, to a 
solution of 5-[3-(4-isopropoxy-3-methoxyphenyl)propyl]-2 t 4-oxazolidinedione (4.3 g) in dichloromethane (1 30 ml). The 
mixture was stirred for one hour at 0°C, which was poured into 2N HCI, followed by stirring for 15 minutes at room 
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temperature. The organic layer was separated, and the aqueous layer was subjected to extraction with chloroform. 
The organic layers were combined, washed successively with water, 2N HCI and water, which was dried (MgS0 4 ), 
followed by concentration to yield 5-[3-(4-hydroxy-3-methoxyphenyl)propyl]-2,4oxa2olidinedione (2.8 g, 76%). Re- 
crystallization of the product from ethanol-hexane gave colorless prisms, m.p.l47-l48°C. 

5 

Reference Example 47 

A mixture of 3-methoxy-4-(5-methyl-2-phenyl-4KDxazoly1methoxy)cinnamaldehyde (5.6 g), palladium-carbon (5%, 
0.5 g) and tetrahydrofuran (THF) (160 ml) was subjected to catalytic hydrogenation at room temperature under 1 
10 atmospheric pressure. The catalyst was filtered off, and the filtrate was concentrated under reduced pressure. The 
concentrate was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate -hexane 
(1:1), was obtained 3-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]propionaldehyde, which was re- 
crystallized from ethyl acetate-hexane to give colorless needles, m.p.80-81°C. 

is Reference Example 48 

To a suspension of [2-(1,3-dioxolan-2-yl)ethyl] triphenylphosphonium bromide (6.7 g) in tetrahydrofuran (THF) (60 
ml) was added dropwise, at -30° C in nitrogen streams, a hexane solution of n-butyl lithium (1 .6M, 9.4 ml). The mixture 
was stirred for one hour at the same temperature, to which was then added dropwise, at -30°C, a solution of 3-[3-meth- 

20 oxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]propionaldehyde (4.1 g) in tetrahydrofuran (THF) (10 ml). The 
cooling bath was removed, and the reaction mixture was stirred for further one hour at room temperature. The reaction 
mixture was poured into water, which was subjected to extraction with ethyl acetate. The ethyl acetate layer was washed 
with water and dried (MgS0 4 ), followed by distilling off the solvent under reduced pressure. The residue was subjected 
to column chromatography on silica gel. From the fraction eluted with ethyl acetate-hexane (1 :2), was obtained 2-[5- 

25 [3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy) phenyl]-3-pentenyl]-1 ,3-dioxolan as an oily product (4.5 g). This 
oily product was dissolved in methanol (50 ml) - tetrahydrofuran (THF) (30 ml). To the solution was added palladium- 
carbon (5%, 0.5 g), which was subjected to catalytic hydrogenation at room temperature under 1 atmospheric pressure. 
The catalyst was filtered off, and the filtrate was concentrated under reduced pressure to give 2-[5-[3-methoxy-4- 
(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]pentyl]-1,3-dioxolan (3.8 g, 75%), which was recrystallized from ethyl 

30 acetate-hexane to give colorless needles, m.p.81 -82 ft C. 

Reference Example 49 

In substantially the same manner as in Reference Example 48, the reaction product obtained by the reaction of 
35 [2-(1,3-dioxolan-2-yl)ethy0triphenylphosphonium bromide with 3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy) 
benzaldehyde was subjected to catalytic hydrogenation to yield 2-{3-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmeth- 
oxy)phenyl]propyl]-1 ,3-dioxolan, which was recrystallized from ethyl acetate-hexane to give colorless prisms, m.p. 
74-75°C. 

40 Reference Example 50 

To a suspension of (5-ethoxycarbonylpentyl)triphenytphosphonium bromide (3.0 g) in tetrahydrofuran (THF) (70 
ml) was added dropwise, in nitrogen streams at -30°C, a hexane solution of n-butyl lithium (1 .6M, 3.9 ml). The mixture 
was stirred for 30 minutes at the same temperature, to which was added dropwise at -30°C a solution of 3-methoxy- 

^5 4-(5-methyl-2-phenyl-4-oxazolylmethoxy)benzaldehyde (1.0 g) in tetrahydrofuran (THF) (10 ml). The mixture was 
stirred for 4 hours at temperature ranging from 50 to 60°C. The reaction mixture was then poured into water, which 
was subjected to extraction with ethyl acetate. The ethyl acetate layer was washed with water and dried (MgSQ^), 
folbwed by distilling off the solvent under reduced pressure. The residue was subjected to column chromatography 
on silica gel. From the fraction etuted with ethyl acetate-hexane (1 :4), was obtained ethyl 7-[3-methoxy-4-(5-methyl- 

50 2-phenyl-4-oxazolytmethoxy)phenyl]heptanoate (9.7 g, 85%) as an oily product. 

NMR (5 ppm in CDCI 3 ) : 1.25-1 .75(11 H.m), 2.29(2H,t,J=7.5Hz), 2.40(3H,s), 2.55(2H,t,J=7.6Hz), 3.86(3H,s), 4.12(2H, 
q,J=7.1Hz), 5.03(2H,s), 6.65-6.75(2H,m), 6.95(1 H,d,J=8Hz). 7.38-7.51 (3H,m), 7.95-8.08(2H,m). 

Reference Example 51 

55 

A solution of ethyl 7-[3-methoxy-4-(5-methyl-2-phenyM-oxazolylmethoxy)phenylIheptanoate (9.6 g) in tetrahydro- 
furan (THF) (50 ml) was added dropwise, at room temperature, to a suspension of lithium aluminum hydride (0.96 g) 
in tetrahydrofuran (THF) (50 ml). The mixture was stirredfor 30 minutes at room temperature, to which was then added, 
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under ice-cooling, water (6 ml). Insolubles were filtered off, then the filtrate was concentrated. The concentrate was 
subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate-hexane (2:3), was ob- 
tained T-tS-methoxy^-tS-methyl^-phenyMHOxazolylmethoxyJphenyllheptanol, which was recrystallized from chloro- 
form-ether to give colorless needles, m.p.78-79°C 

5 

Reference Example 52 

A solution of dimethyl sulfoxide (DMSO) (4 g) in dichlorom ethane (10 ml) was added dropwise, at temperatures 
ranging from -60 to -50°C, to a solution of oxalyl chloride [(COCy) (2.9 g) in dichloromethane (100 ml). The mixture 

io was stirred for 1 0 minutes at the same temperature range, to which was then added dropwise a solution of 7-[3-methoxy- 
4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]heptanol (4.3 g) in dichloromethane (15 ml). The mixture was stirred 
for 30 minutes at 0 D C, to which was added dropwise at -20°C triethylamine (10.6 g). The mixture was stirred for further 
30 minutes at the same temperature. The reaction mixture was poured into water, which was subjected to extraction 
with ethyl acetate. The ethyl acetate layer was washed with water and dried (MgS0 4 ), followed by distilling off the 

is solvent under reduced pressure. The residue was subjected to column chromatography on silica gel. From the fraction 
eluted with ethyl acetate-hexane (1 :3), was obtained 7-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)-phenyl] 
heptanal, which was recrystallized from ethyl acetate-hexane to give colorless prisms, m.p.64-65°C. 

Reference Example 53 

20 

A mixture of 7-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]heptanal (3.8 g), ethylene glycol (1 g), 
p-toluenesulfonic acid monohydrate and toluene (50 ml) was stirred for 4 hours under reflux. The reaction mixture was 
cooled, which was then washed with water and dried (MgS0 4 ), followed by distilling off the solvent under reduced 
pressure. The residue was subjected to column chromatography on silica gel. From the fraction eluted with ethyl ac- 
25 etate-hexane (1:3), was obtained 2-{6-[3-methoxy-4-(5-methyl-2i3henyl-4<5xazoVlmethoxy)phenyl]hexyl]-1,3-dioxo- 
lan (3.9 g, 94%) as an oily product. 

NMR (5ppm in CDCI 3 ) : 1.20-1. 74(1 OH.rn), 2.40(3H,s), 2.54(2H,t,J=7.6Hz), 3.72-4.01 (4H,m), 3 B6(3H,s), 4.84(1H,t, 
J=4.7Hz), 5.02(2H,s), 6.62-6. 76(2H,m), 6.95(1 H,d,J=7.8Hz). 7.36-7.52(3H,m), 7.95-8.08(2H,m). 

30 Reference Example 54 

Sodium hydride (60% in oil, 2.2 g) was added portionwise, at 0°C, to a solution of 3,4-difluoronftrobenzene (8.8 
g) and 5-methyl-2-phenyl-4-oxazolylmethanol (10.0 g) in N,N-dimethyfformamide (DMF) (100 ml). The mixture was 
stirred for 3 hours at room temperature. The reaction mixture was poured into ice-water, which was acidified with 2N 
35 HCI. Then, resulting crystalline precipitate was collected by filtration, which was recrystallized from dichloromethane- 
methanol to give 3-fluoro-4-(5-methyl-2-phenyl-4-oxazorylmethoxy)nitrobenzene (14.0 g, 81%) as colorless prisms, m. 
p.155-156°C. 

Reference Example 55 

40 

A mixture of 3-fluoro-4*(5-methyl-2-phenyt-4-oxazolylmethoxy)nitrobenzene (1 3.6 g), palladium-carbon (5%, 2.0 
g) and tetrahydrofuran (THF) (200 ml) was subjected to catalytic hydrogenation under 1 atmospheric pressure at room 
temperature. The catalyst was filtered off, and the filtrate was concentrated under reduced pressure to yield 3-fluoro- 
4-(5-methyl-2-phenyl-4-oxazolylmethoxy)anilineas an oily product. NMR (5 ppm in CDCI 3 ) : 2.38(3H,s), 3.53(2H, broad 
45 S ), 4.96(2H,s), 6.35(1 H.ddd, J=8.5&3&1 .5Hz), 6.46(1 H,dd,J= 12.543Hz), 6.91(tH,t,J=9Hz), 7.35-7.5(3H,m), 7.95^8.1 
(2H,m). 

Reference Example 56 

50 A solution of sodium nitrite (NaNOg) (3.1 g) in water (5 ml) was added dropwise, at temperature ranging from 0 to 

5°C, to a mixture of 3-fluoro4-(5-methyl-2-phenyM-oxazolylmethoxy)aniline (12.3 g), aqueous HBr (47%, 28.4 g) and 
acetone (150 ml)-methanol (50 ml). The mixture was stirred for 25 minutes at the same temperature range, to which 
was added methyl acrylate (21 .3 g). The mixture was heated at temperatures ranging from 30 to 35°C, to which was 
then added copper oxide (Cu s O) (0.05 g) at the same temperature range. The whole mixture was vigorously stirred. 

55 The reaction mixture was stirred for further 30 minutes, which was then concentrated under reduced pressure. To the 
concentrate was added aqueous ammonia, which was subjected to extraction with ethyl acetate. The ethyl acetate 
layer was washed with water, which was then dried (MgSO^, followed by distilling off the solvent under reduced pres- 
sure. The residue was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate- 
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hexane (1:4), was obtained methyl 2-bromo-3-[3-fluoro-4-(5-methyl-2^ 
(14.2 g) as an oily product. 

NMR (6 ppm in CDCI 3 ) : 2.42(3H,s), 3.16(IH,dd,J=14&7Hz), 3.39(1 H,dd,J=14&8.5Hz), 3.73(3H,s), 4.34(1H,dd, 
J=8.5&7Hz), 5.05(2H,s), 6.85-7.0(2H,m), 7.07(1 H,t,J=8.5Hz), 7,35-7.5(3H,m), 7.95-8.05(2H,m). 

Reference Example 57 

A mixture of methyl 24jromo-3-[3-fluoro-4-(5-methyl-2-phenyl-4-oxazolyl^^ (14.1 g), 

1 ,8-diazabicyclo[5.4.0]undec-7-ene (DBU) (4.8 g) and toluene (1 50 ml) was stirred for 2 hours at temperatures ranging 
from 80 to 90°C. The reaction mixture was poured into 2N HCI, which was subjected to extraction with ethyl acetate. 
The ethyl acetate layer was washed with water and dried (MgS0 4 ), followed by distilling off the solvent under reduced 
pressure to yield methyl 3-fluoro-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)cinnamate (10.0 g). The product was re- 
crystallized from dichloromethane-methanol to give colorless prisms, m.p.167-168°C. 

Reference Example 58 

A toluene solution of diisobutyl aluminum hydride (1.5M, 37.2 ml) was added dropwise, at 0°C t to a solution of 
methyl 3-fluoro-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)cinnamte (9.3 g) in dichloromethane (200 ml). The mixture 
was 6tirred for 2 hours at room temperature, to which was added dropwise, under ice-cooling, 2N HCI (200 ml), followed 
by extraction with dichloromethane. The dichloromethane layer was washed with water, dried (MgS0 4 ) and concen- 
trated. The concentrate was subjected to column chromatography on silica gel. From the fraction eluted with ethyl 
acetate-chloroform (1:5), was obtained (E)-3-[3-fluoro-4-(2-phenyl-4-oxazolylmethoxy)phenyl]-2-propen-l-ol (6.9 g, 
80%), which was recrystallized from dichloromethane-isopropyl ether to yield colorless needles, m.p.1 34-1 35°C 

Reference Example 59 

In substantially the same manner as in Reference Example 35, (E)-3-[3-fluoro-4-(2-phenyl-4-oxazolylmethoxy) 
phenyl]-2-propen-l-ol was subjected to oxidation with activated manganese dioxide to yield 3-f luoro-4-(5-methyl-2-phe- 
nyl-4-oxazolylmethoxy)cinnamaldehyde, which was recrystallized from dichloromethane-methanol to give pale yellow 
prisms, m.p.133-134 D C. 

Reference Example 60 

In substantially the same manner as in Reference Example 3, 4-chloromethyl-5-methyl-2-phenyloxazole was al- 
lowed to react with isovanilline to yield 4-methoxy-3-(5-methyl-2-phenyl-4-oxazolylmethoxy)benzaldehyde, which was 
recrystallized from ethyl acetate-hexane to give colorless prisms, m.p. 121-1 22°C. 

Reference Example 61 

In substantially the same manner as in Reference Example 16, 4-methoxy-3-(5-methyl-2-phenyl-4-oxazotyl meth- 
oxy)benzaldehyde was allowed to react with trlmethyl phosphonoacetate to yield methyl 4-methoxy-3-(5-methyl-2-phe- 
nyl-4-oxazolylmethoxy)cinnamate, which was recrystallized from ethyl acetate-ether to give colorless needles, m.p. 
135-136°C. 

Reference Example 62 

In substantially the same manner as in Reference Example 24, methyl 4-methoxy-3-(5-methyl-2-phenyl-4-oxa- 
zolylmethoxy)cinnamate was subjected to reduction with diisobutyl aluminum hydride to yield (E)-3-[4-methoxy-3- 
(5-methy l-2-phenyl-4-oxazolyimethoxy)phenyl}-2-propen-1 -ol, which was recrystallized from ethyl acetate-ether to give 
pale yellow prisms, m.p. 1 37-1 38°C. 

Reference Example 63 

In substantially the same manner as in Reference Example 35, (E)-3-[4-methoxy-3-(5-methyl-2-phenyl-4-oxazolyl- 
methoxy)phenyl]-2-propen-1-ol was subjected to oxidation with activated manganese dioxide to yield 4-methoxy-3- 
(5-methyl-2-phenyl-4oxazoIytmethoxy)cinnam aldehyde, which was recrystallized from ethyl acetate-ether to give pale 
yellow needles, m.p. 1 36-1 37°C. 
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Reference Example 64 

In substantially the same manner as in Reference Example 13, 4-[2-(2-furyl)-5-methyM-oxa2olylmethoxy]-3Hneth- 
oxybenzaldehyde was reacted with triethyl phosphonoacetate to yield ethyl 4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]- 
3-methoxycinnamate, which was recrystallized from ethyl acetate, rap. 1 42-1 43°C. 

Reference Example 65 

In substantially the same manner as in Reference Example 47, ethyl 4-{2-(2-furyl)-5-methyl-4-oxazoiyl methoxy]- 
3-methoxycinnamate was subjected to catalytic hydrogenation to yield ethyl 3-(4-{2-(2-f uryl)-5-methyl-4-oxazolylmeth- 
oxy]-3-methoxyphenyl]propionate, which was recrystallized from ethyl acetate-hexane. m.p.88-89°C. 

Reference Example 66 

To a mixture of ethyl 3-[4-[2-(2-furyl)-6H7iethyl-4-oxazolylmethoxy]-3-methoxyphenyl]propionate (20 g), sodium 
borohydride (9.B g) and tetrahydrofuran (THF) (200 ml) was added dropwise methanol (50 ml) over 2 hours under 
reflux. The reaction mixture was poured into water, which was subjected to extraction with ethyl acetate. The ethyl 
acetate layer was washed with water, dried (MgS0 4 ) and concentrated to yield 3-[4-[2-(2-furyl)-5-methyl-4-oxazolyl- 
methoxy]-3-methoxyphenyl]propanol (15.5 g, 87%), which wa6 recrystallized from ethyl acetate-hexane to give color- 
less prisms, m.p.99-100°C. 

Reference Example 67 

To a mixture of 3-{4-[2-(2-furyl)-5-methyl-4-oxazorylmethoxy]-3-methoxyphenyl]propanol (14.5 g), triethylamine 
(5.16 g) and ethyl acetate (150 ml) was added dropwise, under ice-cooling, a solution of methanesulfonyl chloride (5.8 
g) in ethyl acetate (10 ml). The reaction mixture was stirred for 30 minutes at the same temperature, which was washed 
with water, dried (MgS0 4 ) and concentrated to yield methanesulfonic acid [3-[4-[2-(2-furyl)-5-methyl-4-oxazotylmeth- 
oxy]-3-methoxyphenyl]propyl] (16.6 g, 94%), which was recrystallized from ethyl acetate-hexane to give colorless 
prisms, m.p.100-101°C. 

Reference Example 68 

A mixture of methanesulfonic acid [3-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-methoxyphenyl]propyl] (16.3 
g), sodium cyanide (3.9 g) and N,N-dimethylformamide (DMF) (100 ml) was stirred for 2 hours at 80°C, which was 
poured into water. Resulting crystalline precipitate was collected by filtration to yield 4-[4-[2-(2-furyl)-5-methyl-4-oxa- 
zolylmethoxy]-3-methoxyphenyl]butyronitrile (12.5 g, 91%), which was recrystallized from ethyl acetate - hexane to 
give colorless needles, m.p.94-95°C 

Reference Example 69 

A mixture of 4-[4-[2-(2-furyl)-5-methyl-4-oxazolyl methoxy]-3-methoxyphenyl]butyronitrile (30.0 g), 4N KOH (150 
ml) and 2-methoxyethanol (150 ml) was stirred for 2 hours under reflux. The reaction mixture was poured into ice- 
water, which was acidified with cone. HCI. Resulting crystalline precipitate was collected by filtration to yield 4-{4-[2- 
(2-furyi)-5-methy1^^xa20lylmethoxy]-3-methoxyphenyl]butanoic acid (31.0 g, 98%), which was recrystallized from 
ethyl acetate to give colorless prisms, m.p. 129-1 30° C. 

Reference Example 70 

A mixture of 4-[4-{2-(2-furyl)-5-methyM-oxazolyl methoxy]-3-methoxyphenyl]butanoic acid (106 g), isopropyl io- 
dide (58.2 g), potassium carbonate (47.3 g) and N,N<iimethy1formamide (DMF) (100 ml) was stirred for 4 hours at 
temperatures ranging from 65 to 70°C. The reaction mixture was poured into ice-water, which was subjected to ex- 
traction with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ) and then concentrated. The 
concentrate was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate-hexane 
(1:2), was obtained isopropyl 4-[4-[2-(2-furyl)-5-methyl-4HDxazolylmeth^ (107 g, 91%), 

which was recrystallized from acetone-hexane to give colorless needles, m.p.45-46°C. 
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Reference Example 71 

A solution of isopropyl 4-[4-[2-(2-furyl)-5-methyM-oxazolylmethoxy]-3-mett^ (100 g) in tolu- 

ene (30 ml)-N,N-dimethylformamide (DMF) (30 ml) was added dropwise, at 100°C, to a mixture of diisopropyl oxalate 

5 (84.3 g), sodium hydride (60% oil, 11.6 g) and toluene (300 ml)-N,N-dimethylformamide (DMF) (30 ml). The mixture 
was stirred for one hour at the same temperature, which was distributed into ice-water-2N HCI and ethyl acetate. The 
ethyl acetate layer separated was washed with water, dried (MgS0 4 ) and then concentrated. The concentrate was 
dissolved in dimethyl sulfoxide (DMSO) (400 ml)- water (40 ml), to which was added sodium chloride (14.1 g). The 
mixture was stirred for 1 0 hours at 1 20°C. The reaction mixture was poured into water, which was subjected to extraction 

10 with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ) and then concentrated. The con- 
centrate was dissolved in tetrahydrofuran (100 ml)-isopropanol (200 ml), to which was added portionwise sodium boro- 
hydride (NaBH 4 ) (1 .83 g) under ice-cooling. The reaction mixture was stirred for 90 minutes at 0°C, which was poured 
into ice-water and acidified with 2N HCI, followed by extraction with ethyl acetate. The ethyl acetate layer was washed 
with water, dried (MgS0 4 ) and then concentrated. The residue was subjected to column chromatography on silica gel. 

15 From the fraction eluted with ethyl acetate-hexane (1:2), was obtained isopropyl (±)-5-[4-{2-(2-furyl)-5-methyl-4-oxa- 
zotylmethoxy]-3-methoxyphenyl]-2-hydroxypentanoate (35.1 g, 33%), which was recrystallizedfrom ethyl acetate-hex- 
ane to give colorless prisms, m,p.75-76°C. 

Reference Example 72 

20 

A 3-L flask was successively charged with isopropyl (±)-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-methox- 
yphenyl]-2-hydroxypentanoate (33.0 g), LIP-301 [immobilized lipase derived from Pseudomonas sp, TOYOBO CO., 
LTD] (16.5 g), molecular sieve 4A (33 g), toluene (1650 ml) and vinyl acetate (158 ml). The mixture was stirred for 4 
hours at 23°C. The reaction mixture was subjected to filtration, and the filtrate was concentrated under reduced pres- 
25 sure. The concentrate was subjected to column chromatography on silica gel. From the fraction eluted with isopropyl 
ether, was obtained isopropyl (R)-(+)-2-acetcocy-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-methaxyphenyl]p8n- 
tanoate (15.9 g). Chiral analysis of this compound by HPLC showed 96% ee. 

NMR (5 ppm in CDCI 3 ) : 1.22(3H,d,J=6Hz), 1.26(3H,d,J=6Hz), 1.6-1. 95(4H,m), 2.13(3H ( s), 2.40(3H,s), 2.59(2H,t, 
J=8Hz), 3.86(3H,s), 4.95(1 H,t,J=6Hz), 4.95-5.1 5(2H,m), 5.03(2H,s), 6. 52(IH,dd,J=3.5&2Hz), 6.65-6. 75(2H,m), 6.9-7.0 
30 (2H,m), 7.53(1 H,dd,J=2&1 Hz). [a] D +12.4° (c=2.0, 2-propanol). 

From the fraction eluted subsequently, was obtained isopropyl (S)-(-)-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmeth- 
oxyI-3-methoxyphenyl]-2-hydroxypentanoate (1 9.7 g). The chiral analysis of this compound by HPLC showed 89% ee. 

Reference Example 73 

A 3 L flask was successively charged with isopropyl (S)-(-)-5-{4-{2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-meth- 
oxyphenyl]-2-hydroxypentanoate (1 9.7 g) obtained in Reference Example 72, LI P-301 [immobilized lipase derived from 
Pseudomonas sp., TOYOBO CO., LTD] (16.5 g) molecular sieve 4A (33 g), toluene (1650 ml) and vinyl acetate (158 
ml). The mixture was stirred for 4 hours at 23*C. The reaction mixture was subjected to filtration, and the filtrate was 
*o concentrated under reduced pressure. The concentrate was subjected to column chromatography on silica gel. From 
the fraction eluted with isopropyl ether, was obtained isopropyl (S)-(-)-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]- 
3-methoxyphenyl]-2-hydroxypentanoate (13.9 g). The chiral analysis of this compound by HPLC showed 98% ee. 
Recrystallization of this product from 2-propanol gave colorless prisms, m.p. 90-91 °C. 
[a] D -2.35° (c=2. 0, 2-propanol) 

45 

Reference Example 74 

Isopropyl (R)-(+)-2-acetoxy-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-methoxyphenyl]pente (4.87 g) 
was dissolved in methanolic HCI (5%, 100 ml), which was stirred for 12 hours at room temperature. The solution was 

50 poured into water, which was subjected to extraction with ethyl acetate. The ethyl acetate layer was washed with water, 
dried (MgS0 4 ) and concentrated. The residue was subjected to column chromatography on silica gel. From the fraction 
eluted with ethyl acetate-hexane (1:1), was obtained methyl (R)-(-)-5-[4-[2-(2-furyl)-5-methyl-4-oxazotylmethoxyI- 
3-methoxyphenyl]-2-hydroxypentanoate (3.2 g, 77%), which was recrystallized from ethyl acetate - isopropyl ether to 
give colorless prisms, m.p.83-84°C. 

55 [a] D -3.08°(c=1.0,CHCl3) 
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Reference Example 75 

Isopropyl (S)-(-)-5-[4-[2-(2-furyl)-5-methyM-oxazoiylmeth^ (3.55 g) 

was dissolved in methanolic HCI (5%, 100 ml). The solution was stirred for 10 hours at room temperature, which was 
poured into water, followed by extraction with ethyl acetate. The ethyl acetate layer was washed with water, dried 
(MgS0 4 ) and concentrated. The residue was subjected to column chromatography on silica gel. From the fraction 
eluted with ethyl acetate-hexane (1:1), was obtained methyl (S)-(+)-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]- 
3-methoxyphenyl]-2-hydroxypentanoate (3.03 g, 91%). Recrystallization from ethyl acetate-hexane gave colorless 
prisms, m.p.80-81°C. [a] D +3.03° (c=1. 0, CHCI 3 ) 

Reference Example 76 

To a solution of methyl (R)-(-)-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-methoxyphenyl]-2-hydroxypen- 
tanoate (3.15 g) in pyridine (50 ml) was added 4-nitrophenyl chloroformate (2.3 g), in limited amounts, at room tem- 
perature. The mixture was stirred for one hour. The reaction mixture was poured into water, which was acidified with 
2N HCI, followed by extraction with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ) and 
concentrated. The residue was subjected to column chromatography on silica gel. From the fraction eluted with ethyl 
acetate-hexane (1 :2), was obtained methyl (R)-(+)-5-[4-[2-(2-furyl)-5-methyl-4-oxazolylmethoxy]-3-methoxyphenyl]-2- 
(4-nitrophenoxycarbonyloxy)pentanoate (4.3 g, 98%). 

NMR (6 ppm in CDCI 3 ) : 1.7-2.05(4H,m) t 2.41 (3H,s), 2.63(2H,t,J=7Hz), 3.81 (3H,s), 3.87(3H ( s), 5.03(2H,s), 5.06(1 H, 
t,J=6Hz), 6.53(1 H,dd,J=3.5&2Hz), 6.65- 6.75(2H,m), 6.9-7.0(2H,m), 7.41(2H,d,J=9Hz), 7.54(1 H,dd,J=2&1 Hz), 8.29 
(2H ( d,J=9Hz). [a] D +8.06° (c=1.0, CHCI 3 ). 

Reference Example 77 

In substantially the same manner as in Reference Example 76, from methyl (S)-(+)-5-[4-[2-(2-furyl)-5-methyl-4-ax- 
azolylmethoxy]-3-methoxyphenyl]-2-hydroxypentanoate, was obtained methyl (S)-(-)-5-[4-(2-(2-furyl)-5-methyl-4-oxa- 
zoly!methoxy]-3-methaxyphenyl]-2-(4-nitrophenoxycarbonyloxy)pentanoate. [a] D -8.09° (c=1. 0, CHCI 3 ) 

Reference Example 78 

Into a tetrahydrofuran (THF) (80 ml) solution of methyl (R)-(+)-5-[4-[2-(2-furyl)-5-methyl-4-oxazolyl methoxyl* 
3-methoxyphenyl]-2-(4-nitnophenoxycarbonyloxy)pentanoate (4.25 g) was introduced ammonia (gas) for 10 minutes 
at temperature ranging from -65 to -70° C. The reaction mixture was poured into water-6N HCI, which was subjected 
to extraction with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ) and concentrated. The 
residue was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate-hexane (1 : 
1), was obtained methyl (R)-(+)-2-carbamoyloxy-5-[4-[2-(2-furyl)-5-methyllylmethoxy]-3-methoxyphenyl]pentanoate 
(3.0 g, 89%), which was recrystallized from acetone-isopropyl ether to give colorless needles, m.p.110-111°C. [a] D 
+5.30° (c=1.0 ( CH 3 OH) 

Reference Example 79 

In substantially the same manner as in Reference Example 78, from methyl (S)-(-)-5-[4-[2-(2-furyl)-5-methyl-4-ox- 
azolylmethoxyI-3-methoxyphenyl]-2-(4-nitrophenoxycarbonyloxy)pentanoate, was obtained methyl (S)-(-)-2-car- 
bamoyloxy-5-[4-[2-(2^uiYl)-5^ethyl-4-oxazorylmeth which was recrystallized from 

acetone-isopropyl ether to give colorless needles, m.p.110-111°C. [a] D -5.41° (c=1 . 0, CH 3 OH) 

Reference Example 80 

A solution of n-butyl lithium in hexane ( 1 .6 M, 1 5.6 ml) was added dropwise, at - 1 5°C, to a mixture of (1 ,3-dioxolan- 
2-ylmethyl)triphenylphosphonium bromide (10.74 g) and tetrahydrofuran (110 ml). The mixture was stirred for 1 hour 
at the same temperature, to which was added 3-methoxy-4-(5-methyl-2-phenyl-4-oxazorylmethoxy)benzaldehyde 
(6.74 g). After being stirred for 4 hours at 50°C, the reaction mixture was poured into ice-water, which was subjected 
to extraction with ethyl acetate. The ethyl acetate layer was washed successively with 0. 1 N HCI , water and a saturated 
saline solution, and dried (MgSC^, followed by distilling off the solvent. The residual oily product was subjected to 
column chromatography on silica gel. From the fraction eluted with ethyl acetate-hexane (1:2, v/v), was obtained 2-{2- 
[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolyimethoxy)phenylJvinyl]-1,3-dioxolane (4.84 g) as an oily product. This oily 
product (4.84 g) was dissolved in tetrahydrofuran (90 ml). To the solution was added palladium-carbon (5%, 50% wet, 
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1 .8 g), which was subjected to catalytic hydrogenation at room temperature under 1 atmospheric pressure. The catalyst 
was filtered off, and the filtrate was concentrated. The resulting oily product was subjected to column chromatography 
on silica gel. From the fraction eluted with ethyl acetate-hexane (1 :3, v/v), was obtained 2-[2-[3-methoxy-4-(5-methyl- 
2-phenyl-4-oxazolylmethoxy)phenyl]ethyl]-1,3-dioxolane (3.03 g, 37%), which was recrystallized from ethyl acetate- 
5 hexane to give colorless needles, m.p.g0-9rc. 

Reference Example 81 

A mixture of 2-[2-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]ethyl]-1 .3-dioxolane (2.73 g) and an 
10 aqueous solution of acetic acid (50%, 75 ml) was stirred for 3 hours at SCC. The reaction mixture was concentrated 
under reduced pressure. The residue was poured into water and made alkaline with potassium carbonate, followed by 
extraction with ethyl acetate. The ethyl acetate layer was washed with water and dried (MgS0 4 ), followed by distilling 
off the solvent to yield 3-[3-methoxy-4-(5-methyl-2-phenyl-4-oxa2olylmethoxy)phenyl]propionaldehyde (2.09 g, 86%). 
The product was recrystallized from ethyl acetate-hexane to give colorless needles, m.p.85-86°C. 

1$ 

Reference Example 82 

A mixture of 3-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl]propionaldehyde (1 .79 g), sodium cy- 
anide (0.3 g), acetic anhydride (0.62 g), benzyltributylammonium chloride (0.79 g), water (12 ml) and dichloromethane 
20 (35 ml) was stirred for 15 hours at room temperature. The organic layer was separated, which was washed with water 
and dried (MgS0 4 ), followed by distilling off the solvent. The resulting oily product was subjected to column chroma- 
tography on silica gel. From the fraction eluted with ethyl acetate-hexane (1:3, v/v), was obtained 2-acetoxy-4-[3-meth- 
oxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenylIbutyronitrile (2.0 g, 94%), NMR(5 ppm in CDCI 3 ): 2.14(3H,s), 

2.12- 2.31(2H,m), 2.41(3H,s), 2.78(2H,t,J=8Hz), 3.87(3H,s), 5.04(2H,s), 5.27(1 H,t,J=7Hz), 6.70(IH,dd,J=8&2Hz), 6.71 
25 (1 H,d, J=2Hz), 7.00(1 H,d, J=9Hz), 7.42-7.47(3H,m), 7.99-8.04(2H,m) 

Reference Example 83 

A mixture of 2-acetoxy^3-methoxy^-(5-methyl-2-phenyl-4<>xazolylmethoxy)phenyl]butyronitrile (2.0 g), 6 N HCI 
30 (24 ml) and dioxane (12 ml) was stirred for 4 hours under reflux. The reaction mixture was poured into water, which 
was subjected to extraction with ethyl acetate. The ethyl acetate layer was washed with water and dried (MgS0 4 ), 
followed by distilling off the solvent. To the resulting oily product was added ethanolic hydrochloric acid (10%, 24 ml), 
followed by stirring for 1.5 hours under reflux. The reaction mixture was poured into water, which was subjected to 
extraction with ethyl acetate. The ethyl acetate layer was washed with water, dried (MgS0 4 ), followed by distilling off 
35 the solvent. The resulting oily product was subjected to column chromatography on silica gel. From the fraction eluted 
with ethyl acetate-hexane (1:2, v/v), was obtained ethyl 2-hydroxy-4-(4-hydroxy-3-methoxyphenyl)butanoate (0.73 g, 
60%), NMR(5ppm in CDCI3): 1.29(3H,t,J=7Hz), 1.81-2.17(2H,m), 2.70(2H,t,J=8Hz), 2.84(1 H,d,J=5Hz), 3.88(3H ( s), 

4. 13- 4.1 9(1 H,m), 4.22(2H,q,J=7Hz), 5.50(1H,e), 6.70(1 H,dd,J=7&2Hz), 6.72(1H,s), 6.84(1 H,d,J=9Hz) 

40 Reference Example 84 

A mixture of ethyl 2-hydroxy-4-(4-hydroxy-3-methoxyphenyl)butanoate (0.73 g), potassium cyanate (KCNO) (0.7 
g) and butanol (25 ml) was stirred for 18 hours under reflux. The reaction mixture was concentrated under reduced 
pressure. The residue was poured into water and acidified with 2N HCI, followed by extraction with ethyl acetate. The 
45 ethyl acetate layer was washed with water and dried (MgS0 4 ), followed by distilling off the solvent. The resulting oily 
product was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate-chloroform 
(1:4, v/v), was obtained 5-[2-(4-hydroxy-3-methoxyphenyl)ethyi]-2,4-axazolidinedione (0.2 g, 28%), 
NMR(5ppm in CDCI3): 2.12-2.16(2H,m), 2. 73-2. 83(2 Km), 3.89(3H,s), 4.80(1 H,dd,J=8&5Hz). 5.53(1H,s), 6.70(1H,d. 
J=2Hz), 6.72(1 H,dd,J=7&2Hz), 6.86(1 H.d.J=9Hz), 8.21(1H,br s) 

so 

Reference Example 85 

Sodium borohydride (1.41 g) was added portionwise, at 0°C, to a solution of 4-acetyl-5-methyl-2-phenyloxazole 
(15.0 g) in ethanol (100 mt). The mixture was stirred for 1 hour at the same temperature, and then for 1 hour at room 
55 temperature. The reaction mixture was poured into water, which was neutralized with 2N HCI to obtain 1-(5-methyl- 
2-phenyl-4-oxazolyl)8thanol (1 3.0 g, 86%), which was recrystallized from ethyl acetate-hexane to give colorless prisms, 
m.p.101-102°C. 
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Reference Example 86 

Diethyl azodicarboxylate (DEAD) (4.71 g) was added dropwise, under ice^coling, to a mixture of 1 -(5-methyl- 

2- phenyl-4-oxazolyl)ethanol (5.0 g), vanilline (3.75 g), triphenylphosphine (Ph 3 P) (7.1 g) and tetrahydrofuran (THF) 
(80 ml). The reaction mixture was stirred for 8 hours at room temperature and concentrated under reduced pressure. 
The residue was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate-hexane 
(1:4, v/v), was obtained 3-methcocy-4-[1 -(5-methyl-2-phenyl-4-oxazolyl)ethoxy]benzaldehyde (4.48 g, 54%), which was 
recrystallized from ethyl acetate-hexane to give colorless needles, m.p.104-105°C. 

Reference Example 87 

In substantially the same manner as in Reference Example 13, 3-methoxy-4-[1-(5-methyl-2-phenyl-4-oxazolyl) 
ethoxy]benzaldehyde was reacted with triethyl phosphonoacetate to yield ethyl 3-methoxy-4-[1-(5-methyl-2-phenyl- 
4-oxazolyl)ethoxy]cinnamate p which was recrystallized from acetone-isopropyl ether to give colorless needles, m.p. 
121-122°C. 

Reference Example 88 

In substantially the same manner as in Reference Example 24, ethyl 3-methoxy-4-[1-(5-methyl-2-phenyl-4-oxa- 
zolyl)ethoxy]cinnamate was subjected to reduction reaction with diisobutylaluminum hydride to yield (E)-3-[3-methoxy- 
4-[1 -(5-methyl-2-phenyl-4-oxazolyl)ethoxy]phenyl]-2-propen-1 -ol. 

NMR(S ppm in CDCI 3 ): 1.44(1 H,brt,J=6.5Hz), 1.75(3H,d,J=6.5Hz), 2.28(3H,s), 3.88(3H,s), 4.25-4. 35(2H ( m), 5.37(IH, 
q,J=6.5Hz), S.23(\H,dtJ^68L6Hz) t 6. 52(1 H,dt,J:=t6& 1.5Hz). 6.8-6.95(3H,m), 7.35-7.5(3H,m), 7.95-8.05(2H,m) 

Reference Example 89 

In substantially the same manner as in Reference Example 35, (E)^-[3-methoxy-4-[1 -(5-m ethyl -2-phenyl-4-oxa- 
zofyl)ethoxy]phenyl]-2-propen-1-ol was subjcted to oxidation reaction with activated manganese dioxide to yield 

3- methoxy-4-[1 -(5-methyl-2-phenyl-4-oxazolyl)ethoxy]cinnamaldehyde, which was recrystallized from acetone-isopro- 
pyl ether to give colorless needles, m.p. 152-1 53° C. 

Reference Example 90 

Sodium hydride (60% in oil, 8.43 g) was added portionwise, at 0°C, to a solution of 4-benzyloxy-3-methoxyben- 
zaldehyde (46.4 g) and triethyl phosphonocrotonate (50.3 g) in N,N-dimethylformamide (DMF) (190 ml). The mixture 
was stirred for 15 hours at room temperature, which was poured into 1N HCI (1 L), followed by extraction with ethyl 
acetate. The ethyl acetate layer was washed with water and dried (MgS0 4 ), followed by distilling off the solvent. The 
resulting oily product was subjected to column chromatography on silica gel. From the fraction eluted with ethyl acetate- 
hexane (1:3, v/v), was obtained ethyl (E,E)-5-(4-benzyloxy-3-methoxyphenyl)-2,4^)entadienoate (38.3 g, 59%), which 
was recrystallized from ethyl acetate-hexane to give pale yellow needles, m.p.65-86°C. 

Reference Example 91 

In substantially the same manner as in Reference Example 47, ethyl (E,E)-5-(4-benzyloxy-3-methoxyphenyl)- 
2,4-pentadienate was subjected to catalytic reduction to yield ethyl 5-(4-hydroxy-3-methoxyphenyl)pentanoate. 
NMR(8ppm in CDCI 3 ): 1.25(3H,t l J=7Hz), 1.61-1.66(4H,m), 2.32(2H,t,J=7Hz), 2.56(2H,t,J=7Hz), 3.88(3H,s), 4.12(2H, 
q,J=7Hz). 5.46(1 H,s), 6.66(1 H,dd,J=8&2Hz), 6.83(1 H,d,J=:9Hz) 

Reference Example 92 

A mixture of ethyl 5-(4-hydroxy-3-rnethoxyphenyl)pentanoate (27.92 g), benzyl bromide (20.82 g) ( potassium car- 
bonate (22.9 g) and N.N-dimethyfformamide (DMF) (140 ml) was stirred for 15 hours at 90° C. The reaction mixture 
was concentrated under reduced pressure. The residue was subjected to column chromatography on silica gel. From 
the fraction eluted with ethyl acetate-hexane (1:6, v/v), was obtained ethyl 5-(4-benzyloxy-3-methoxyphenyl)pen- 
tanoate (31.64 g, 84%), 

NMR(5 ppm in CDCI 3 ): 1.25(3H,t,J=7Hz), 1.61-1.66(4H,m), 2.32(2H,t,J=7Hz) t 2.56(2H,t,J=7Hz), 3.88(3H,a), 4.12(2H, 
q,J=7Hz), 5.12(2H,s), 6.64(1 H,dd,J=8&2Hz), 6.72(1 H,d,J=2Hz), 6.80(1 H,d,J=8Hz), 7,28-7.47(5H,m) 
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Reference Example 93 

In substantially the same manner as in Reference Example 7 1 , ethyl 5-(4-benzyloxy-3-methoxyphenyl)pentanoate 
was condensed with diethyl oxalate. The product was subjected to decarboxylation reaction, which was then subjected 
to reduction with sodium borohydride to yield ethyl 6-(4-benzyloxy-3HTiethoxyphenyl)-2-hydroxyhexanoate. 
NMR(8 ppm in CDCI3): 1.27(3H,t,J=7Hz), 1.43-1.79(6H,m), 2.55(2H,t,J=8Hz), 2.73(1 H,d.J=6Hz). 3.8a(3H,s), 
4.12-4.17(1H,m), 4.23(2H,q,J=7Hz), 5.12(2H,s), 6.63(1 H,dd t J=8&2Hz) I 6.72(1 H,d.J=2Hz), 6.79(1 H,d 1 J=8Hz), 
7.26-7.46(5H,m) 

Reference Example 94 

In substantially the same manner as in Reference Example 47, 5-[4-(4-benzyloxy-3-methoxyphenyl)butylJ-2,4-ox- 
azolidinedione was subjected to catalytic reduction to yield 5-(4-(4-hydroxy-3-methoxyphenyl)butyt]-2 ( 4-oxazolidinedi- 
one. The product was recrystallized from ethyl acetate-hexane to give colorless prisms, m.p.115-116°C. 

Reference Example 95 

In substantially the same manner as in Reference Example 13, 4-benzyloxy-3-ethoxybenzaldehyde was reacted 
with triethyl phosphonoacetate to yield ethyl 4-benzyloxy-3-methoxycinnamate. The product was recrystallized from 
i sop ropy I ether-hexane to give colorless needles, m.p.74.5-75°C. 

Reference Example 96 

In substantially the same manner as in Reference Example 47, ethyl 4-benzyloxy-3-methoxycinnamate was sub- 
jected to catalytic hydrogenation to yield ethyl 3-(3-ethcay-4-hydroxyphenyl)propionate. 

NMR(8 ppm in CDCI 3 ): 1.24(3H,t,J=7Hz), 1 44(3H,t,J=7Hz), 2.57(2H ( t,J=7.7Hz), 2.87(2H t t,J=7.7Hz), 4.09(2H,q, 
J=7Hz), 4.13(2H,q,J=7Hz), 5.54(1H,s), 6.69(1 H,d,J=&4Hz), 6.70(1H,s), 6.84(1 H,d,J=8.4Hz) 

Reference Example 97 

In substantially the same manner as in Reference Example 92, 3-(3-ethoxy-4-hydroxyphenyl)propionate was re- 
acted with benzyl bromide to yield 3-(4-benzyloxy-3-ethoxyphenyl)propionate. 

NMR(6 ppm in CDCI 3 ): 1.23(3H,t,J=7Hz), 1 .45(3H,t, J=7Hz), 2.58(2H,t,J=7.6Hz), 2.87(2H t t,J=7.6Hz), 4.09(2H,q, 
J=7Hz), 4. 1 2(2H,q t J=7Hz), 5. 1 1 (2H.3), 6.66(1 H.dd, J=8.3&1 .9Hz), 6.76(1 H,d, J=1 .9Hz), 6.82(1 H.d, J=8.3Hz), 7.23-7.61 
(5H,m) 

Reference Example 98 

In substantially the same manner as in Reference Example 93, 3-(4-benzyloxy-3-ethoxyphenyl)propionate was 
processed to yield 4-(4-benzyloxy-3-ethoxyphenyl)-2-hydroxybutanoate. The product was recrystallized from ethyl ac- 
etate-isopropyl ether-hexane to give colorless needles, m.p.62-63°C. 

Reference Example 99 

In substantially the same manner as in Reference Example 47, 5-[2-(4-benzyloxy-3-ethoxyphenyl)ethyl]-2,4-oxa- 
zolidinedione was subjected to catalytic hydrogenation to yield 5-[2-(4-hydrQxy-3-ethoxyphenyl)ethyl]-2 l 4-oxazolidin- 
edione. The product was recrystallized from ethyl acetate-hexane to give colorless prisms, m.p. 154.5-1 55° C. 

Reference Example 100 

In substantially the same manner as in Reference Example 1 3, 3-benzyfoxy-4-methoxybenzaldehyde was reacted 
with triethylphosphonoacetate to yield ethyl 4-benzyloxy-3-methoxycinnamate. The product was recrystallized from 
ether-hexane to give colorless needles, m.p.95-96°C. 

Reference Example 101 

In substantially the same manner as in Reference Example 47, ethyl 4-benzyloxy-3-methoxycinnamate was sub- 
jected to catalytic hydrogenation to yield ethyl 3-(3-hydroxy-4-methoxyphenyl)propionate. 
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NMR(5 ppm in CDCI 3 ): 1.24(3H,t,J=7Hz), 2.57(2H ) t,J=7.6Hz), 2.86(2H,t,J=7.6Hz), 3.86(3H,s), 4.13(2H,q,J=7.2Hz), 
5.58(1 H,s), 6.68(1 H,dd,J=8.2&2Hz), 6.77(1 H,d,J=8.2Hz), 6.78(1 H,d,J=2Hz) 

Reference Example 102 

In substantially the same manner as in Reference Example 92, ethyl 3-(3-hydroxy-4-methoxyphenyl)propionate 
was reacted with benzyl bromide to yield ethyl 3-<3-benzyloxy-4-methoxyphenyl)propionate. The product was recrys- 
tallized from hexane to give colorless needles, m.p.49.5-50.5°C. 

Reference Example 103 

In substantially the same manner as in Reference Example 93, ethyl 3-(3-benzyloxy-4-methoxyphenyl)propionate 
was processed to yield ethyl 4-(3-benzyloxy-4-methoxyphenyl)-2-hydroxybutanoate. The product was recrystallized 
from ethyl acetate-hexane to give colorless needles, m.p.93-94°C. 

Reference Example 104 

In substantially the same manner as in Reference Example 47, 5-[2-(3-benzyloxy-4-methoxyphenyl)ethyl]-2,4-ox- 
azolidinedione was subjected to catalytic hydrogenation to yield 5-{2-(3-hydroxy-4-methoxyphenyl)ethyl]-2 t 4-oxazoli- 
dinedione. The product was recrystallized from isopropyl ether-hexane to give colorless prisms, m.p.121-122°C. 

Reference Example 105 

In substantially the same manner as in Reference Example 92, syringaaldehyde was reacted with benzyl bromide 
to yield 4-benzytoxy-3 ( 5-dimethoxybenzaldehyde. The product was recrystallized from ethyl acetate-hexane to give 
colorless prisms, m.p.65-66°C. 

Reference Example 106 

In substantially the same manner as in Reference Example 1 3, 4-benzyloxy-3,5-dimethoxybenzaldehyde was re- 
acted with triethyl phosphonoacetate to yield ethyl 4-benzyloxy-3,5-dimethoxycinnamate. The product was recrystal- 
lized from ether-hexane to give colorless plates, m.p.68-69°C. 

Reference Example 107 

In substantially the 6a me manner as in Reference Example 34, ethyl 4-benzyloxy-3,5-dimethoxycinnamate was 
subjected to catalytic hydrogenation to yield (E)-3-(4-benzyloxy-3,5-dimethoxyphenyl)-2-propen-1 -ol. The product was 
recrystallized from ethyl acetate-hexane to give colorless needles, m.p.72-73°C. 

Reference Example 108 

In substantially the same manner as in Reference Example 35, (E)-3-(4-benzyloxy-3,5-dimethoxyphenyl)-2-pro- 
pen-1-ol was subjected to oxidation reaction with activated manganese dbxide to yield 4-benzyloxy-3,5-dimethoxy- 
cinnamaldehyde. The product was recrystallized from ethyl acetate-tiexane to give colorless plates, m.p.114-t15°C. 

Reference Example 109 

In substantially the same manner as in Reference Example 47, 5-{3-(4-benzyloxy-3,5-dimethoxy)cinnamilidene]- 
2,4-oxazolidinedione was subjected to catalytic hydrogenation to yield 5-{3-(4-hydroxy-3,5-dimethoxyphenyl)propyl]- 
2,4-oxazolidinedione. The product was recrystallized from ethanol -hexane to give colorless prisms, m.p.155-156°C. 

Reference Example 110 

In substantially the same manner as in Reference Example 54, 3,4-difluoronitrobenzene was reacted with 2-(N- 
methyl-N-(2-pyridyi)amino]ethand to yield 3-fluoro-4-[2-lN-methyl-N-(2-pyridyl)amino]ethoxy]nttrobenzene. The prod- 
uct was recrystallized from ethyl acetate-hexane to give yellow prisms, m.p.95-96°C. 
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Reference Example 111 

In substantially the same manner as in Reference Example 55, 3-fluoro-4-[2-[N-methyl-N-(2-pyridyl)amino]ethoxy] 
nitrobenzene was subjected to catalytic hydrogenation to yield 3-fluoro-4-[2-(N-methyl-N-(2-pyridyl)amino]ethoxy- 
aniline as an oily product. 

NMR(5 ppm in CDCI 3 ): 3.15(3H,s), 3.40-3.55(2H,brs), 3.96(2H,t,J=5.4Hz), 4.16(2H,t ( J=5.4Hz), 6.30-6.37(1 H.m), 
6.41-6.58(3H,m), 6.73-6.83(1 H,m), 7.40-7.50(1 H,m), 8.12-8.17(1H,m) 

Reference Example 112 

In substantially the same manner as in Reference Example 56, 3-fluoro-4-[2-{N-methyl-N-(2-pyridyl)amino]ethoxy] 
aniline was processed to yield methyl 2-bromo-3-[3-fluoro-4-[2-[N-methyl-N-(2-pyridyl)amino]ethoxy]phenyl]propion- 
ate as an oily product. 

NMR(6 ppm in CDCI 3 ): 3.1 4(1 H,dd,J=7.0&1 4.0Hz), 3.15(3H,s), 3.37(1 H,dd,J=8.2&14.0Hz) t 373(3H,s), 4.00(2H,t, 
J=5.4Hz), 4.23(2H,t,J=5.4Hz), 4.32(1 H,dd,J=7.0&8.2Hz), 6.49-6.58(2H,m) ( 6.86-6.96(3H,m), 7.45(1 H.ddd, 
J=1.8,6.8&8.8Hz), 8.12-8.16(1H,m) 

Reference Example 113 

In substantially the same manner as in Reference Example 57, methyl 2-bromo-3-[3-fluoro-4-[2-{N-methy l-N-(2-py- 
ridyl)amino]ethoxyjphenyl]propionate was processed to yield methyl 3-fluoro-4-[2-[NH7iethyl-N-(2-pyridyl)amino] 
ethoxy]cinnamate. The product was recrystallizedfrom ethyl acetate-hexane to give colorless prisms, m.p.H0-111°C. 

Reference Example 114 

In substantially the same manner as in Reference Example 58, methyl 3-fluoro-4-[2-[N-methyl-N-(2-pyridyl)amino] 
ethoxy]cinnamate was subjected to reduction reaction with diisobutylaluminum hydride to yield (E)-3-[3-fluoro-4-[ 2 "t N " 
methyl-N-(2-pyridyl)amino]ethoxy]phenyl]-2-propen-1 -ol. The product was recrystallized from ethyl acetate-hexane to 
give colorless needles, m.p.80-81°C. 

Reference Example 115 

In substantially the same manner as in Reference Example 35, (E)-3-[3-f!uoro-4-[2-[N-methyl-N-(2-pyridyl)amino] 
ethoxy]phenyl]-2-propen-1-ol was subjected to oxidation reaction with activated manganese dioxide to yield 3-fluoro- 
4-[2-[N-methyl-N-(2-pyridyl)amino]ethoxy]cinnamaldehyde, which was recrystallized from ethyl acetate-hexane to give 
colorless needles, m.p.93-94°C. 



Claims 



1. A 2,4-oxazolidinedione derivative represented by the formula: 




wherein R stands for an optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group 
represented by -CO-, -CH(OH)- or -NR 3 - (wherein R 3 stands for an optionally substituted alkyl group); m is 0 or 
1; n is 0, 1 or 2; A stands for a C 1-7 divalent aliphatic hydrocarbon residue; R 1 stands for hydrogen or an alkyl 
group; ring E stands for a benzene ring having 1 or 2 substituents; L and M respectively stand for hydrogen, or L 
and M may optionally be combined with each other to form a bond; with a proviso that the partial formula: 




does not include the formula: 
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wherein R' stands for an alky I group; or a salt thereof. 



2. 



A compound according to claim 1 ( wherein the partial formula: 




represents the formula : 




wherein Ft 2 stands for an optionally substituted hydroxy) group, a habgen atom, an optionally substituted acyl 
group, nitro group or an optionally substituted amino group. 

3. A compound according to claim 1 , wherein the partial formula: 



4. A compound according to claim 3, wherein n is 0 or 1 ; A is a G,^ divalent saturated aliphatic hydrocarbon residue; 
L and M are respectively hydrogen; and R 2 is a halogen atom or a C 1-4 alkoxy group. 

5. A compound according to claim 4, wherein A is - CH 2 CH 2 - 

6. A compound according to claim 4, wherein R is an optionally substituted heterocyclic group. 

7. A compound according to claim 4, wherein R is an optionally substituted oxazolyl group. 

8. A compound according to claim 4, wherein R is an oxazolyl group optionally substituted by phenyl, naphthyl, f uryl, 
thienyl or alkyl group. 

9. A compound according to claim 2, wherein Y is -CO - ; n is 0; A is a divalent saturated aliphatic hydrocarbon 
residue; L and M are respectively hydrogen. 

10. A compound according to claim 9, wherein A is - CH 2 - or -CH 2 CH 2 - 

11. A compound according to claim 3, wherein R 2 is an optionally substituted hydroxyl group. 

12. A compound according to claim 11 , wherein R 2 is a alkoxy group. 

13. A compound according to claim 1, which is (R)-(+)^-[344-[2-(2-furyl)-5-me^ 
phenyl]propyl]-2,4-oxazolidinedione. 

14. A compound according to claim 1 , which is 5^3-[3-flucTO^(5-methyl-2i)henyl^oxazolylmethaxy)phenyllpropyl]- 
2,4-oxazolidinedione. 

15. A compound according to claim 1, which is 5-[5-[3-methoxy-4-(5-methyl-2-phenyl-4-oxazolylmethoxy)phenyl] 
pentyl]-2,4-oxazolidinedione. 




represents the formula: 
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1 6. A compound according to claim 1 , which is 5-[343,5-dimethoxy-4-[2-[(E)-styryl]-4-oxazolylmethoxy]ph©nyl]propyl]- 
2,4-oxazolidinedione. 

17. A pharmaceutical composition comprising, as an effective component, a 2,4-oxazolidinedione derivative repre- 
sented by the formula: 

B' \ M 
R-(Y)„-(CH r ) n -(!^J^J-A-Ca-C C=0 

I 

0 

wherein R stands for an optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group 
represented by -CO-, -CH(OH)- or -NR 3 - (wherein R 3 stands for an optionally substituted alkyl group); m is 0 or 
1; n is 0, 1 or 2; A stands for a C 1-7 divalent aliphatic hydrocarbon residue; R 1 stands for hydrogen or an alkyl 
group; ring E stands for a benzene ring having 1 or 2 substrtuents; L and M respectively stand for hydrogen, or L 
and M may optionally be combined with each other to form a bond; with a proviso that the partial formula: 



j3- 



does not include the formula: 

If 



wherein R' stands for an alkyl group; or a pharmaceutically acceptable salt thereof. 

18. A pharmaceutical composition according to claim 17, which is for lowering blood sugar. 

19. A pharmaceutical composition according to claim 17, which is for lowering lipid in blood. 

20. A pharmaceutical composition according to claim 17, which is a therapeutic agent of diabetes. 

21. A pharmaceutical composition according to claim 17, which is a therapeutic agent of hyperlipemia. 

22. A method of producing a 2,4-oxazolidinedione derivative represented by the formula: 

«- (V),- (CH,)„-i| v J^^* - J«— C-« 

5 

wherein R 6tands for an optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group 
represented by -CO-, -CH(OH)- or -NR 3 - (wherein R 3 stands for an optionally substituted alkyl group); m is 0 or 
1 ; n is 0 t 1 or 2; A stands for a C 1-7 divalent aliphatic hydrocarbon group; R 1 stands for hydrogen or an alkyl group; 
ring E stands for a benzene ring having 1 or 2 substrtuents; with a proviso that the partial formula: 



j3h 



does not include the formula: 

B' 



X)- 



wherein R' stands for an alkyl group; which is characterized by allowing a compound represented by the general 
55 formula 
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wherein Z stands for hydrogen, a lower alkyl group or aralkyl group, and other symbols are of the same meaning 
as defined above, to react with an alkali metal cyanate, followed by acidification. 

23. A method of producing a 2,4-oxazolidinedtone derivative represented by the formula: 

a 

wherein R stands for an optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group 
represented by -CO-, -CH(OH)- or -NR 3 - (wherein R 3 stands for an optionally substituted alkyl group); m is 0 or 
1 ; n is 0, 1 or 2; A 1 stands for a C 1-7 divalent saturated aliphatic hydrocarbon residue; R 1 stands for hydrogen or 
an alkyl group; ring E stands for a benzene ring having 1 or 2 substituents; L and M respectively stand for hydrogen, 
or L and M may optionally be combined with each other to form a bond; with a proviso that the partial formula: 



does not include the formula: 

wherein R' stands for an alkyl group; which is characterized by subjecting a compound represented by the formula: 

t-(V).-(CW B -i t ^}-A-CH-C— C=0 

i 

wherein A stands for a C t _ 7 divalent aliphatic hydrocarbon residue, and other symbols are of the same meaning 
as defined above, to reduction. 

24. A method of producing a 2,4-oxazolidinedtone derivative represented by the formula: 



»-(co).-a 1N) j3-*-i«-|-j-o 



45 |t 

0 

wherein R stands for an optionally substituted hydrocarbon residue or heterocyclic group; m is 0 or 1; A stands 
for a C t _ 7 divalent aliphatic hydrocarbon residue; ring E stands for a benzene ring having 1 or 2 substituents; L 
and M respectively stand for hydrogen, or L and M may optionally be combined with each other to form a bond; 
£0 with a proviso that the partial formula: 



does not include the formula: 
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wherein R' stands for an alkyl group; which is characterized by allowing a compound represented by the formula: 

E 4f— A— CH-C C=0 

i 

wherein symbols are of the same meaning as defined above, to react with a compound represented by the formula: 
R-(CO)m-CH 2 -Q 

10 wherein Q stands for a leaving group, and other symbols are of the same meaning as defined above. 

25. A method of producing a 2,4-oxazolidinedtone derivative represented by the formula: 

»-m.-(cio„-i^J^-»- c »>-cii— ^-o 

4 

wherein R stands for an optionally substituted hydrocarbon residue or heterocyclic group; Y stands for a group 
20 represented by -CO-, -CH(OH)- or -NR 3 - (wherein R 3 stands for an optionally substituted alkyl group); m is 0 or 

1; n is 0, 1 or 2; A stands for a C 1-7 divalent aliphatic hydrocarbon residue; R 1 stands for hydrogen or an alkyl 
group; ring E stands for a benzene ring having 1 or 2 substituents; with a proviso that the partial formula: 
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does not include the formula: 



J3- 



wherein R* stands for an alkyl group; which is characterized by subjecting a compound represented by the formula: 

R-(Y), 



,-<CH,) n -£ JJVa-CH,OC00Z 
^<r^ OCONHj 



45 



wherein Z stands for hydrogen, a lower alkyl group or an aralkyl group, and other symbols are of the same meaning 
as defined above, to cyclization. 

26. Use of a compound or a pharmaceutical^ acceptable salt thereof as defined in claim 1 for the manufacture of a 
pharmaceutical composition for treating diabetes. 

27. Use of a compound or a pharmaceutically acceptable salt thereof as defined in claim 1 for the manufacture of a 
pharmaceutical composition for treating hyperlipemia. 
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